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(la) 
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m m m 

tf^/D [1, 5-a] tf'J5x>§l##:^<t^n^Wr^ 

nad (p) H**$>?-i£mmM 

5 

ft Wi ft HF 

cBKttNAD (p) H»cwar-5**i*^i»*fctt»*-r«fc86o» tr^v 

10 o [l, 5-a] eUS^>»»#*J:t«MK{*:3ft6^-tn***TSNAD 

(p) H**z/y— mmm\zm?z>. 

n m & m 

15 94>9^>AMJB«®ftfiffi^mAAOlS1£tt3Ka (Reactive o 

xygen species;ROS) tt«Al/fc*«C#lC»l/^»»W»C« 
<tzWT'fc< (Babior, B. M. . N. Engl. J. Med. , 298, 
659-668, 721-725, 1978). &m*>m&&$!%\Ztemffi&Wi 
miZ®< <h%AbftT^£ (We iss, S. J..N. Engl. J.Med., 

20 3 2 0, 3 6 5 - 3 7 6, 1 9 8 9). . &*mz£ZRO S®£g&H£lH«N 
AD(P)H oxidas eT^SCt^b (Hal 1 e t t, M. B. b, 
Immunology Today, 1 6, 2 6 4-2 6 8, 1 9 9 5).$?+ 

$nad(p)h oxidas e ®E*tt$ftffitt£fi*«sii*#fc 

25 chonbein, G. W. b. Physiology and pathol 
ogy of leukocyte adherence, New York, 
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Oxford University Press, 1995). 

NADPHfeb<«NADH{Cfe#UrcX-A"-^>'r : 7-^> (0 2 _ ) OM 

flgtH^-rSPJffitt^JSS^^fc (Gr i end 1 i ng, K. K. 6s C 
ire. Res. , 86, 494-501, 2 0 0 0) . * 
JfcNAD (P) H oxidase tgl^Utfc'm^nt^fc. iS^Cfc 
oT^WNAD (P) H o x i d a s eOlisEEMSgp 9 1 - p h 
10 0x074 t>7a-->if2ntz. SWNoxl^ 

bNox 5 ST 5 mm<DN o x i^Jl/**^-" fc?gtt*>*Tf VlM At 
bTDuox (dual oxidase) fcft^SttTfct). Nox-Duo 

x^jau-^M-rs^t^^^t^oT^o, mmmifeoft 

m&£Z$mm(D%m\zm$?Z^ffe&tf*v£ZtlT^Z> (Lambeth, J. 
15 D. , Curr. Opin. Hematol. , 9, 11-17, 2002). 

ifuffiiilg, if^ilfiONAD (P) H ox i d a sett7>=¥t 
x>v>I I (AngI 1) tzZO&L&mBKlV^y, ho>tf 

X PDGF, -f>X'J>, ttffiftflfc AM. %Wim.K.E<r>&<mm\z 

20 ^Tgtt{t$ns#bl^»l^lAOl4«^T^5. S3* 

trKliNAD (P) H oxidase £^UfcM£T?0O 2 
^|g56bn, NAD (P) H oxidas e <Z)|fi§lr«i:oTlfiiJE©±#^«l$!l 
$n**;&H8££*lWa (Chen, X. ^ Hyper tens ion, 3 
25 8, 606-611, 2 0 0 1 ;Rey, F. E. b, Circ. Res. , 8 
9, 408-414, 2001) . Z\<DZ.t\t. NAD (P) H oxidas 

2 
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OS^^ilJitca^^Si'i^m^bT^S. NAD(P)H oxidase 
5 oaffiSCompon e n t s £)— Op 4 7 pho xy^^T^h^^Xtttig 

3u^fD-^i:«ks»iiRWk^jfliiiiisn**^ai&snT^5 (s t 

okes, K. Y. b, Circ. Res. . 88, 499-5 05, 2001 ; 
Barry — Lane, P. A. b, J. CI in. Invest. , 108, 
1513-152 2, 2 0 0 1) . ROSttAJU->fcg&C£i;sjff£rtK© 

ttNAD (P) H ox i d a s egtt*W5:t«$tltl^ (Sh 
i, Y. bxArterioscler. Thromb. Vase. Biol., 
21, 739-745, 2 0 0 1 ; Szocs, K. b. Arterioscl 
er. Thromb. Vase. Biol. , 22, 21-27, 2002). 

15 if;, WfgComponents0-^p2 2phox (DC 2 4 2 TMfc^ 
t^ia^NAD (P) H oxidas e <D?£tt{gT#;BM£IlfS3»<Z><£ 
TtfflWf <5^&$B@SftW* (Inoue, N. b, C i r c u 1 a t i o 
n, 97, 135-137, 1 9 9 8 ;Ca i, H. b, Eur. J. CI in. 
Invest., 29, 744-748, 1999;Cahilly, C. b, 

20 Circ. Res. , 86, 391-395, 2 0 0 0) t CinbO$8£te, N 

ad (p) h ox i d a s e tf®mmt&&zsmmmm&<D%mmm\zm5--? 

25 H^ifcttiftieoiiCioTllfrtMi, WKi'TiiNAD 
(P) H ox i d s e ZftLtcmitZ hUZtfyLm-TZZtfimSZtlT^Z 

3 
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(Inoguchi, T. Diabetes, 49, 1939-1945, 
2 0 0 0 ;Hink, U. b, Circ. Res. , 88. E14-E22, 2 
001 ;Waut ier, M. £>, Am. J. Physiol. . 280, E6 
85-E694, 2001) . mWM^fr? V M*©»f Ci5^tNAD 

<p) h ox i d a s eftft<D±%tmmM^ft&Mm<Dmmt>mM?z>mb 

$g££nTV>£ (El lis, E. A. b, Free Radic. Biol. 
Med. , 24, 111-120, 199 8) o 

(Ha r t 1 , R. b, J • C e r e b. B 1 o o d Flow Metab. , 
16, 1108-1119, 1996) c fcFTONAD (P) H o x i d a s 

e vitvyzn\mmtoffi%tf&%,-2 nzmtmB £ n w s ( w a 

lder. C. E. b, Stroke, 28, 2252-2258, 1 9 9 7) „ 
£jftu /3 - Amy 1 o i d^©J!l»ttM i c r o g 1 i aiiSON 

AD(P)H oxidase £Mfbt^f TW)litt$:f!iin. njfgtt 
"bSftSttW* (Spranger.M. b, J. Cere b. Blood F 
low Metab. , 18, 674-678, 1 9 9 8 ; Vianca, V. 
D. b, J. Biol. Chera. , 274, 15493-15499, 199 
9;Green, S. P. b> J. Cereb. Blood Flow Met 
ab. , 21, 374-384, 2 0 0 1). £tlb©i&mteN AD (P) H o 
x i d a s e^Wap+^ttejttt^ftCKIWiFlliBttftSttUTlri*. 

NAD (P) H o x i d a s e £<fcoTg££ft£ RO S te*ffljfeifm£cfctf 
fa%W£tm$?ZZtfr$m&<nM£t<DmMb7fiV£2tlT^Z (Arno 1 
25 d, R. S. b, Proc. Natl. Acad. Sci. USA, 98, 55 
50-5555, 2001;Arbiser, J. L. b, Proc. Nat 1. 

4 
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Acad. Sci. USA, 9 9, 715-720, 2002), 

±3fiU£E0MlWK, ffttKIBIfiU IHftMfi. V&mWVhNAD (P) H 
ox i d a s eiStt^«ft$nT*0, ttfi«!6tOMil3ft«ttB$nTt»*. 
5 ±fBO«{CNAD (P) H ox idasete£<, SUMS, tlfltfgte 

&s m*#* mM&mm* mmmmm. w& mw&. &m&m 

& J $>fo%<D%mmmiZM&tZ>o NAD (P) H oxidas e mgffllZ «fc 0 

10 

e^Vn [i, 5 -a] tru = ^>#te£WT*{fr&i&{;:tt, OTot)©*^ 

4#H¥5 - 1 1 2 5 7 1ft WTOYk'&ftSM^f 4 : 




15 

ZZ\T\ R x : 7K^> OH ; 

*;k -CONHR 6 (R 6 :#S§. /\Dy>Kf SW-T* £ tfl)*57i-;k 

5 
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R 3 : OH, IIT^Mi' 

R 5 :zMi, {g$7;m 7 ;Wk /\n?>i&®7)l* 

)V; 

WO0 0/5 9 9 0 8H UTCDfc£tl£fNl^-f S. 



10 

^:t% r 3 : 7U-;k (fi&) AxP7;i/-;i/ 

R 4> R 5 :tK^, Aoy>. CN, 7;i^r~JU, 7)V*-)V* ->^p 

7)i*)V> 7^3^>-, 7^^;^^, 7;i/^;i/x;P7^-;u, 7;u*;w;ui/7 
*-;k 7sa 7;k*;i-7SA (ffi&) 7i-jn?fes. ;:<zMt:£W, □ 

%ffl¥ 1 0- 1 0 1 6 7 211 LXTOitGWiZfflTn-fZ* 
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z.z.x\ r t : tk^, (mm i&m7)V*)i> *>^D7;u*;k ^x-;k ?»j 
;k ^wc7)^r~)v, mm) 71-^ 

$ns 0 ffiii^LT^, .tin, Kfiiiz)®i^if^ns t 

ftfflW- 7- 1 5 7 4 8 5(1 &T<mfc^9£P^-f 



R, :tK^> M7;U^;W M7;U^-;k fiSTJ^-Jk M7 
X, Y. Z : N, CR 3 T'&£. dtf>{fc£^fcL 7>v*x> v> H^tri^jT* 



o 




WO 03/091256 PCT/JP03/05024 

EP 0 3 2 8 7 0 0 A 1 &T0Mt£&&M^t"S. 




WO0 0/5 3 6 0 5I1 WTOf^iSlit^. 




ZL^X\ X : CH, N 

r„ R 3 :7M§« 7)V*)V* 7)Vr-)V, 7)V*-)V* AD, OH, 



8 
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R 5 :tK^> 7)V*r)V. OH, 0-7)l*r)l* AD, 75 7, -hOT^S. £ 

^^ms^w ens, 

WO9 8/54 0 9 3H ^T0fc£t>£lff^-r£. 



1^ R t (Si) 7J^Jk y^a7JWk 7U-ik (Si) 

'NT-a+M' ^ U;k ad, OH, (Si) atD7'J-^; 

r 2 , r 3 :tK^, 7;i^;k tu-;k ->^n7;k^;k oh, ad, 75 7, 

R 4 :*^, (Mi) 7JWk v^D7;k*;k 7;UD*~>, (gi) 7;k^r 

-ju, (Si) 7;k*-;k (Si) 7U-;k (Si) ^aiM^u;k 7 

;m^~>NRR, N0 2 , OH, NH 2 , (Si) ^rOT'J-ik 

R 5 :*^. 7;i/*;k 7Jl/D*v» OH, AD, N0 2 , NH 2 T^. CltfMt; 

^D'»+^— ii«]^ffl^^-r^. mmtvT\$. #>, ifa^i, 

4t^¥4- 2 7 0 2 8 5H ^T^^tl^ffi^-r^o 
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Z-Y- 



Rs' 




WO0 0/44 7 54H J^TtfMt£tl£M^t"5o 



r 2> r 3 -.*m, )\u?>, mm 7j^;k mm T;^-Jk 




NR 5 R 6 
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#12 0 0 0-3 8 3 5 0(1 ^TOft^SrW^I"*. 




ZZX\ E : N, CR 9 (R 9 :#*, 7)l*)V* Aoy>, y7/> tKD^v, 

R,:*#, 7)V*r)V, is>7U7)V*)l. 7JHl*->, (7^*JU) 75 A 7 

J : NR 2 R 3 , OR 10 

G : C, NT*&5. AMiStbt, 



a<$tf&n*. ^0{b^tl(i> □;^uhD^>^tBSi L (CRF) 
#W¥ 9 - i 6 9 7 6 2 £JlTOft^«SBi*-r*. 




li 
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Khim. -Farm. Zh (1 9 9 5), 2 9 (4), 3 7 -3 811 (2, 
S-VU-hM^Ju [1, 5 -a] t!'J = v ? >- 7 --f ;V) 

#SS9i«, NAD (P) H^-^'>^— tf^Pl^T^fr^k^^cfc^o^ 

swa^tf) . n«n <M£, ris& Mmom\ ghawc, 

nad (p) H\zmmtzm&mmmwm*mmzztzmt?z. 

S&C*56Mtt» NAD (P) H**>>?— V*mmtZ>®Mfc£M&&tf : f: 

mz&-3<i&&> -rt3.t>*>mih&, m%ffi&£i#fc* mmm.it. mmmmm. m 
m&Lftmm> rnmrnm. w«> 
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56 m <o m e 



OTOtr^VD [l, 5 -a] e'J5^>Sf«#*3«k^(Blfrds.-ff+3*i3J: 
tfifrt©NAD (P) H t+y^-tlg^ $f ; t Sltll Ifc. NA 
D (P) H5j**->y-1fSll#t*Ct»CJ:DffittBl* (ROS, X-A-^ 

it, fstommm* m*** mm.m&. nmmm&. mmmmm, mmmmm, 

^BJtCefcSt, 6)d<iS^$n. ±KBW#8J&£n*. 

1) A: 




(la) 
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Tt>J:^7S^A 7xh\ -hnV> =hD, 1«fc$ftWT ! b«ktri75 A 

msnwTfc.kiwsy, ->7A ;*;p#7*k ggisnwcfccfc^-g 
•essns^* «au rto (i) ~ (i o) : 

(1) R la tt, OH, II7J^)K iW3~80y^D7Jl/^ 
AD^r>{£$7JMMh £fctt7x-;UT?*0 ; 

R 2a «, i&M7)V3*i/X)v#-)\, s fi»7;w3+->, Aoy>. 
7)V^-)V. 3 ~ 8 ©~>? n7;i^Jk fi»7;p3*^*;i/#=;na»7;i/ 
*;m$*->;u #;u#*v«7;Wk -conhr 6 (r 6 :tK^> a 

□ y>MT&Wr-5^<J:<D*S7x-;k £fctef£$7;U*;i/) » ~>7A g& 
SiUTzKifg, APy>HT, M7;WUS> «»7^3*->*J:tf7i= 

±»C«lft*^LT7KB8***tXffi»7;U3 + ^S^6^*»cfc0aW$n*SS: 
WT* - t®J&57x-Mi7J^M, &k7M y <i )l**is&®7)V* 

;k i>*M)V& %rc\t/\uy>&=?-&G-rzz\t<D$>z&Wi7My'()V& 

$in:t^5tFD+vffii7JWHT^0 ; 
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R 3 te. Am. £tc\ZOHT*$>K) ■ 
R 5 &* 




(2) r u , R 2a «, -en-^nttiUT. Aay>, cn, 7;u*;k 
7;i^-;k 7jp^-;k ^^dtmjv, 7;m*v, 7JU*Jk^;*\ 7JI/* 
ji/7.;i/7^-;i/. 7;p^Jb^JU7^n;k 75 7, 7;u*;k75/, (g 

r 3 &. (mm 7u-;k (b&) AfDT'j-ras, <k^«, 

R 2a tt, #**fctt<£»7;Wr;WT!*0 ; 

R 3 te, fitt$nT^Tt>«k^75yt?»4, 

(4) R,,«, 7JWk OH, AD. 75 7, 

rhDT^O ; 

R 2 a 

IS 
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r 3 , r 6 «, *n-£ft»ftUT, 7;wk 7;i^-;k 7;i/*~;k 
tu-;k ao, oh, ifc«'\7 t nu-<^u;i'T?**, fl:£#i. 

5 (5) R la tt, 7)V*)\>. 7)lD*is. OH, AO, NO r £fcttN 

H 2 T&D ; 

R 2a te, <g») 7;^;k v?P7;MMk 7JH3*->, (Sift) 7 

;t,$--Jk (g&) 7;^-;K (S&) 7U-;k (fift) ^o^?UJK 
7^*'>NRR, N0 2 , OH, NH 2 , (Sift) ^P7'J-raO : 

10 R 3 , R 4 tt, ^nMix, #3§» 7;MMk 7U-;k ^OTMjK 

OH, AP, 757, =hcnf&9 ; 

r 5 «, tK^, (mm 7;u*;k v£o7;k*;k 7U-;k (h&) 
o+K^i>;k ao, oh, (mm ^otu-jk 

(7) R la , r 2 .h\ *tt-en»£bT. Aoy>, (g&) yj^jk 
(g&) 7;u^r-;k (M) 7U-;k (g&) 77,Mp;k (g&) $3t3i 

20 R 3 te, g&snwc&it^s jx%>%. its®. 
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(8) R la te> 7Wjk ^d7Mjk j;i/D^v, (7;i/*;w 

0 ; 

R 2a «, tK^T^D ; 
t>J:< ; 

(10) (2, 5-5>;WU£5'/n [1. 5-a] t!'J$y>- 7 — T JW) 

(cct, (i) ~ do) \zmm-znz>it%m<Do*>. ^m^nx^^mn 
^w^-r^x-fc^ mi) ictsfcw^tio 

3) j£ : 
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0 r 




(I) 



X^Xb£^7 ] )-)l>&Wi7)V*)lX$>K), rto 

^□7;l^;k m&ZtlX\t*Xb£^is!7 n7)V*r)V1&Wi7 fr^fr* W&ZtlX 

j. Vi7 ,j -;ns»7;^;u, gftsnwt *> «fc i>7 'J -;i^*vfi»7 
«*snTViT"b«fc^te»7;^;^JU*-^. s»sttT^T<b<fc^7U-ji' 

Tfc«fcV*S&IS£<£»7;M i ;k *fc«fi«ISnT^T'bJ:H75/T»0 ;* 
T&<fc^7a/T&D ; 

R 4 tt, IliTHJk *fctt«ft$nT^T>b<kVi7»J-;Pi?*0 ; 



WO 03/091256 
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^7U-;Mfi»7;i/=* t -jk s^^nT^T i bct^v^D7;^^M7;u^ii 
f£i^7;w^;^-;k «&sftTv>T'b«k^tt*SR*, a^'x cho, 

(fiU ft: 



7xrjWT&0 ; R 3 ' «> ***fctthHP+->T?*0 ; R 4 ' tt, 
{£$7;M^T£D ; R s ' tt. 7iZJWS^fl/$^i:tSi7J^$f; 




4) 5* : 
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(1-1) 



#1. 

9) R^zMnf&O ; R 2 ««il»SnT^Tt>J:V>7x=;UT?*?) : R 3 #** 

1 0) R 2 ©fi»$nTViTt>J:^7xn;l'C43^4«iftS*^ B&3*lWT 

20 
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^j^^yttyj^ji'^y, ^3t§tS{£S£7;i^;M-*:^ 75 mm 

;k &£tf7x:2;i^£&&i|^e>il&£n£ 1 ££«2.£U:T&£n S9) (I 
12) R 2 «$nt^Tfe<tU^7yy 7xH)k g^^nT^TfeiVi 

«io) cssfcofts*, z<D7'uY7v!f. ^-oM^±i^$n^«, 

i$7;Wk 7x-;K£HS7;^;i/7^y, 7xz:;M£jii&7;i'*;i^:t> 7i- 
jH£$7;k^-:i;k 7x-;i^;w\^-r;k 75/, : s>7U7)),*)V&Wl7)V*c 

&£Zt^TU7V-)l&M7)l*)l'**i'frZtZZm^m$lZnZ 

i 4) si) ~i 3) <D^?nfr\zuM<Dfc&y}Z$fi?z. mmmf&Mo 
i 5) si) ~i3) m^nfr\z%m<Dfc&m*^-?z>, nad (p) 

i6) si) ~i3) (D^-rm^\z%zm<Dit^m^^-rh. nad (p) Hie 
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1 7) ±Ejfes*«, wmmm. mm&m> mmmm, mmmitm, 

1 8) ±B*A#, WI^d«tlISfW, «16) {Cffi«c0^l» 
1 9) 5£: 




(la) 



R la * R 2a > r 3 ~r 5 ^ ^nsnaiT, ap^x g&<*nx^x 

x^s/Putw-jv* ■**nT^Tt>«fcv^>^P7;w4 t =;^ mftsnxu 
T"bJ:^7^3*^ s^nx^Tfe<t^7UHi/^ a&anx^x'b 

«kVi«*S^->» g&$nx^XfcJ:^7~>;k Stt$nx^X'bck^-ll«l 

^j^-jw^vs e^$nx^xfeck^*;w^-f;i/, s>7va tuftsnx^ 

B&snx^xfc^ws a ->7A *;i^7K g&$nx^x&i:v>--B 
*&$nxir>xfc«fc^Hf»? L ***>'» g&£nx^xt><fc^-g& 
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8&sn»£^-r*, nad (p) Httz/y—emwMo 



R 2 te, «»aftT^Tfc<fc^<£»7;M i ;k M&£nWTfc«fc^v 

e fc^7U-;i/TO7;P4 i ;kg^$nT^Tt) e k^7U-;^^vf£iSS7;i/4 i ;k 
s&£nwTfccfc^{£ii&7;wpx;u*-;k g&$ftwct>cfc^7'j-;i/ 



2 00 it : 
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Tt><fc^7$/T?&0 ; 

<£ft7j^;w*;p#-;p, fiftsnT^Tt>«fcv>i!g£S!Uk ad^>. cho, 

NAD (P) H** s s?~ tfE«&J. 
15 2 1) fc hSr-^tfRj^ltC^l) ~2 0) 0^1"ftrt*lli3*fc<&ft£&®#$*&tt 

4-r*ct*4*«^T a, nad (p) HicHars^Ao^ R»*fctt»*^s. 
22) ±k£h#> iwi> 
ji^^je, i^iftiffi^ctMmra^s^^^s^^js^^^^ ^2 1) 

20 23) ±iag§j&a«. aa«a*fc»a«RjPitt«i«fi'Xf»*, «2i) cib«o^». 

2 4) NAD (P) H(lMl-r^^S^^^fe«™r57ti?)tCffl^^g^p n p 

^M^T^Jt^o^i) -2 0) ©(fii*n*»K:lB«ofl:^*oftffi. 

2 5) ±B0S*a J » »«ilP**» «J6ltt<i>**U JHISSBB£» IMftKfc& 

25 
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n m <d m m & m m 

NAD (P) Hlfl#ftUB£*rfS±«E® 

ttt, ie«tt*fctt»tttt©ci*»6C2 0 7;wn£fi'&"rs. 09*. 
;k x^;k n-:/otf;k i-yDtr;K n-^^k s-:/^;k i-^ 
;k t-:^;k n-^>^;k i-i^ypt:^, 2->3\Jk7^k 3- 
*?)V7?)V, 2, 2-v^5 1 ;uyp7 p ;u, n-^->;k 2-*? 1 ;i^>^;k 
3 -;*3\>w*>3\>k 4-^^;u^>^;k n-^^k 2-*3Mk\*v;k 
3-^^;^*^, 4 -*^;w\*->;k 5 -^^i/'vfrskik n-^y^k 

n-^-^^k n -7 -Jk n-f>^Th7hFo^7-^, n-HfyJk 
n - h U x v-Jk n-rh7r>iK n --^>^xvJk n-^^ry^K n 
-t^rWK n-/^xi>;k ^^n-K^^Mi^n*. 
U<«Cl^bC9 7;i/^W^tl§. £<=>K#£b<te, C1*&C67 

jWk «fh» * u< tec i ~c 4 7;Hr;w#*tf sns. 
rg&$nx^xt><fci^7;k*;ki ic£tt<i>g&gtf)#£ u>aft«fcbxtt, 

t>d:^7 , J-Jk^-^>', «»snxuxt)«fc^-«lft*;U#r:;i/^2/, 

nx^xh^tDV/i^ v7A g&$nx^xfc<fc^7s a 
gmsnxux&^Ksy* «ift$ttxv>xt>«fctr>75^A 7vb\ -hp, 
-hDV, >;k*7K ^$nx^xt)«k^-a^^, n&snx^xfcj: 
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~10> ff£L<tel~8. <kDff*l/<ttl-6, Mtl<ttl~4T'fe 

10 

ffimzwQ ? z>*^ k'-ju, 7>j;k <v^-;k l-yo^-jk 

2-^;U- 1 -7°0^x;k 2-7*x— Jk 2 

20 -xw- 1 -7x-;k 3-^^;p-2-7*x-;k i-^>x-;k 2 
>x-ju 3-^>xx;k 4 -^>x-Jk 4-*3\>u-3-^>xx;k 1 

-'vfr-fexjk 2- / v£-fexJk 4 -'V^-fexJk 

x;k l-'NTxxjk 1-^fUK l-ri:-Jk 1 -fh7 

r-fex;k 1 -^-^^xir-jk 9-^-^^x-tnjk i-x<D-fe-;k 3, 

25 7, 1 1. 1 5 -fh7^fJV-l-A^ft-J^mt5. $?£L<fci 

c 2 c 8 7)Vr-)v-&mit>nz> 0 s & u < « c 2 a> & c 6 t;u^- 
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-Jk 2-^^)1- 1 -7n^-)l>, 2-7t-)Is 3-^^)1 

te\,^2o<D-m&£z&vx^xb£^7)i*-)immt)mft>nz>. 

;M*>BS* «*^nTlr>T"bi;^^^'>*;i/#>K«^6S*'r*7">^*<?*« 
R 6 C (O) R 7 OC (O) - 
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mm*7jkt] mrmtizrtzmtmfznz. &£L<\t, ^r 6 c (o) - 
x^nz&xhz* 

mufimtfzti* m7zmtLx\$®m£tz\t*mu<Dmmftmi\:*m& (*>^o7 
v7D7;Kr-;k v?D7;kfr>?x:z;ug^) , 7U-;us^^tf 

^nw^. 7^u;k yy^u;k a'wj;u, ^va>ujk tf/t 

±mvtc rajftsnxwfeinj testis r7;i/+;uj 

tiT^Tfe<):^7tfiK g^$nx^T ! bck^^>y''l'^S^tfe.n, Hi: 

*tt, 2-, 3-, *fctt4-7^D ; 2-, 3-, £fctt4-*DP ; 2 -» 
3-, tt\$4--?U* ; 2-, 3-, £fc«4-3-F ; 2-> 3-, 
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5 

-fV^H^'X t-^h+y, ^>h*->, -fVOh* 

v^o^ic i fcn u 6 ©7Ji3^»fbn2) t rg&£nx^x*><k^j 
io t\$. ±.mvtc mm^nx^-z'b^i t^^ns tt;^;^ ©ii^ipiif 

£ig<hi5)-x&£fr\ #j*j;f> 7'j^y« 
15 2 -^^Ji/- i -yp^-^+v. i-^-r-;i^^^->, 2 -y^-jb 

3-7^r-;i^*>\ 2-lfJkl-yf-Wy, 3-*^- 
l-^>x^;l/^v, 2-^>7--)l>**i'. 3-^> 

20 t\$> ±S£L#: rg^^nx^Tfeck^j «£tt5 rj;M^j (DMStmm 
R 8 o- 

25 R 8 te. rg&$nx^Xfc«i:^7'J-;kl £>£!££:|5]-X&£] ^X 
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r 9 c (o) o-> r 10 oc (O) o- 

R„R 12 NC (=0) - 

Rip r, 2 ^ ii^nT^TW^ii7MJk gmsnx 
nx & <fc ? □ 7 ; wv, s»s nx tr >x & «fc ^ -> £ □ 7 w«7jwk 
i«anTHTt>i^flaR7^3*->, g&$ftxuxfc<fc^7'j-;k 
nt^x^<):^7 i J-m7^iK mmznx^xh&^TV-ji**^® 

J;Vi7U-^^*^. ii$nt^TfeJ:^^TP7U-M7JWk 
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5 ^^k^w^-ok n, N-^i&mTJi^^jvj^^ov, N-tHn^>* 
^At-nk N-tes^kp^v^A^-rjk N-t fd*v-n-{£$7;u 
^i^w^e-ow. N-{£$7JU:3*v-N-M7;Wk#;w\*^;k n- 
yxxji/^A^-f ;k N-g&7xx;k*;w\'^;k«^^tf e>ns. ra 

10 )v*)vi (Dmstmmx&Zo 

^-r;k N-yWjkfrjUA^-nk N--r v^a^w^^jk n-^> 
is ^MU^UA^E-nk N--r y^>5 1 ;^;i/A*t-rjK n-^^^j^jua^e 

-YJk N-t -^>3\>k*7;UA^-f;k N— 1 -X^Jl/yDtf^^A'^-fJk 
20 ttffiME£«£EI-T&*)&*, #JAfcf, N, ^-V^M)Vn^)Vs N-X? 1 

ju-N->^;u*;UA^-r;k n. N-vx^jk^kA^Jk n-*^;w-n 
-^□tr;u*jUAt-f;k n-^^-n -^^k^uA^-ok n-t>;w- 
N-x^;u*;wtt<;k N-^;u-N-yDtfju^;UA'^-r;k N-y^)V 

-^-^Vfu\d)Vts)Vn^)V, N, N-^T/^Jl/rtJUA^-Ok n-x^;w 
25 -N-yPtfJk^^A^-Tjk N, N-i^DtfJk^kA^'Ok N-^V^D 

kf;i/-N- n-^o tr;u^;u/\ ,; E-r ;k n - - f y t*p tr;i/- n- ^Jk^kAt 
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^y-N--fv t*p tf ;v*;wi ; E'f N-tHo+y-N-<y 7^;i/# 

^Jk N-kFQ+y-N-sec-yWil'WJk N-kh*D^>- 
N-t-^M/W*. N-kKo^-N-^^^A^-fJk N 

^JktUl/A^-r ;KS©^*tft 2 ~ 7 ON - t FQ*'>-N-fi»7MJW^ 

±ss© rN-<s»7;un*">-N-fift7;u*;u*;w^<;i/j tUTtt, 
-N-;Wk*;w\*^;k n-* h^->-N-x^;u*;uA ; E-r;k n-*n 

;WTC-Ok N-^h + v-N-se c -^JWM : £'f JK N-*h*>'- 

n- t-^)i^)W^^)V, n-* h^v-N-^>^;u*;w^-f;k n- 
±ieo rN 7 x^kfr^A^-ok 1 on^tLx\t. sstwjk 
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«f;k (2, 3-ykKD^y7i-JW MAHik (2.- 3 h**>7 
5 x=;W*;W^>f;W, (2, 4-ykh , D*y7i-JW*^W;k (2, 
4-/^y7xXJW (2, 6-ykFn^y7i-JW M 

A^;k (2, 6-^h^y7i"JW ^;W\*^^;K (2, 4, 6-MJk 
FD+y7xZjW ^JW^-fJK (2, 4, 6 - h U * ->7 x=;W #JU 
A^e-Ok (2,4-y/^y-6-kHn^y7x-JW*M ; E'f;i/, (2, 
10 6-y/h*y-4-th'D+y7xz;W ^Jl.A'HJK (4, 6-ytHD 
^y-2-/h^y7x"JW *M^JK (2. 6 - yk H D*->- 4 
h^y7x-JW jj^-fik (2, 3, 4- h'J* h*y7xZJW #;UA 
t-f;k (2,3 - y^ h^y-4 - k HD^y7x"Jl,) ^^/WJK (2, 
4—7* 3-t Fo+y7x-JW ^JUA^f ;k (2, 3-ykHo 

15 ^y-4-/h+y7x-JW A^A'HJK (3. 4->7h^y-2-kH 
D + y7xZJW ^Jl/AHiW (2, 4 - yk H v- 3 - * h^y7x- 

;W*;wt*^f;k (2, 4 -v* h*~>- 6 -*3^7x-;)/) tf^At'Ok 

(2, 6-y/h^>-4-^7x^) ftJWW JVWtfbtlS. 
{£i!S7;UD^v^;^^;KgiS:7;i/^^75y, k K 7 Jk^JU7 

ay, ^UA^e-ok^ a iSiyj^^yfiiTM^TS/, f£$7;i/*;i/ 
x;i,*-;kr = A ->^D7;u+;u7 5 7^^tf^n^>o rM^^nx^Tfe 
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Dtr*7SA t>;w75A -fVT^i^sA sec-yway, t- 
73^1,75 y, ^v^vway, ^yjV7$/»i 

it 1 fc^u 6 o^y tt»7;w*^7 s y g##tf e>ns 0 

-t&d, -e©^^^«2^^U2 0T^^> 7 iS^7;m i Ji'7ay, #u 
ay, x^ji/7Ptr;w75 a -ry^p^iowi^sy, >fv7nif;n^ 

7=7, ^W5A y^X^JV7SA ^VW^75A 

y, ypwv*;^x;w75 A -f y^Pif;u*;^x;w7 5 y> Vf-MM 
xj^rsy, ^y75 1 ;i/*;^x;u75y, sec-^*^»7^/, 

-juts y<go^*»2fe^u 7 ©7;wp*^#x;w75 ys^tf e»n* 8 

*BJW*> r^fayj fctt, CR 13 -NH-CR 14 *£fcteCR 15 = NHa 

few. cut, R l8 -Ri6»» »E rr;p*^j » ry^^H . 
;v;uw#xjw . 7^*;wx;u*x^. rtjw^-r jw*fe»ft-ra. 
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tFD^z, 7)l3*is. ^7)WV\ , \Tz>)\,*M , rjvJh , 

^M?/, 7-fe3 1 ;H'5/, ^DW-M5 A ter t-^h^yM 
sli-MsA ^^kXJkfcxJM' 5/, 4-^F4 : y7i-KM-JK$ 

a Ttwsy^si/^. 

^B^i^a^, rft»snT^Tt)*^7S^yj -C ( = NH) NH 2 

<hLTte, 09*. f& v£P7Jk*;k n7)Vtr~)V* y^n7M-Jk -> 

Afi. i/iru-fuM)],* v^py^s/k >?\>k v^pM^k 

P^T^k v^P^3Mk fc'v^P [2. 2. 1] 'VT'^k tiv^P [2. 
2. 2] rt^Jk tyf'D [3. 2. 1] #*?\>k t?->*o [3. 2. 2] 

yx;k kfv^p [3. 3. i] y-Jk tf~>?p [4. 2. 1] /x;k tf~> 

25 ?n [4. 3. 1] ^vJk 7^>3^0G*3i&3&^U2 0©y^D7^ 



WO 03/091256 



PCT/JP03/05024 



> _ x 3-v7pMHt>- 1 -^;1^<Z>j^&4&^L2 0 0-77 p 

7Jl^-jI^7m?£ftSo ±gB©->7P7;i^7X-Jl,S<DM£LTte. #! 
;Ltf, 2, 4-v'7P^77> ? X>-l-'1';k 2, 4-v-7P'V^v 7 X>- 
5 f;K 2, 5-^D^t">*X>- 1 -'f ;^**4S:l^2 OOV 

15 {igiiLT^ 0JAtf, 2-, 3-, £fcte4-7;M-P ; 2-. 3-, £tc\t 
4-7PP ; 2-, 3-, icfcfcU-yo* ; 2-, 3-, £fctt4-3-K ; 
2-, 3-. *fcB4-^^: 2, 3-, 2, 4-, *fc»42, 
2. 6-, 3, 4-, *fctt3, 2, 3, 4-, 2, 3, 5-, 

2, 3, 6-, 2, 4, 5-, 2, 4, 6-, *fctt3. 4, 5-h'J;WU: 

20 2 -, 3 -, £fc«4-X3Ml/; 2-. 3-, Sfctt4 -7*P tf^ ; 2-, 3-, 
*fctt4- hU7;w*py^ I 2-, 3-. SfcfcU-;* ; 2, 3-, 
2, 4-, 2, 5-, 2. 6-. 3, 4-, %tz\$3, 5-*J*b* 9 s; 2, 3, 
4-, 2, 3, 5-. 2, 3, 6-, 2. 4, 5-> 2, 4, 6~, Sfctt3. 
4, 5-h'J/h^->; 2-, 3-, £fc»4-Xh*»>; 2-, 3-, 

25 4-7°P#*v ; 2-> 3-, *fctt4-h'J7;^P/h*^: 2-, 3-. 

^fc«4-->7y ; 2-, 3-, £t£\$4--hu ; ^e»txtc^ne»os^s*5 
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**wu;k ^7v*u;k -fv^yjjk -fs^/yjk e^/ujk 1. 

2, 3 7 7* UJk 1, 3, 4-my7yUJK 7 7lf=;k 1. 
10 2, 3-f7y7VUJK 1, 2, 4 VJ ;k 1, 3, 4-^7v7 

vu;k i, 2, 3-hU7v*u;k i. 2, 4- hU7Vu;k xh^v*u;k 
tfUvUk eu^v^k eu^ynjk e^^-Jk hU7^njk *yj;k 

15 -fy^>v*7 7-;k ^>v* Cb] ^x-;k -r>Hu;k -rvoKiuk 1 
H--r>*Vu;k ^>v-T5^v*u;k ^>7*-*-tJ-v*y;k 1. 2-^>y 
-rvwyjjk ^>y^7Vu;k 1. 2-^>y'-rv5 l 7y , j;u, ih- 
^>y*hU7v*u;k */u;k «fy*yy;k ->>/x;k *t*/U-;k * 

y^>J-;k 7^7'^-Jk t7fUy^Jk 7°u-;k 7xU^-Jk 
20 A*VU;k a-#;k*'J-Jk /3-#;k#'J-;k r-^^'J-Jk 

r;k 7i;+t^-Jk 7x/f7y-;k 7it/-ik 7i/+W- 
;k ^7>hkx;k 7xth'Jy-Jk 7xthO'JZJk -f > H U x-Jk 

tfpD ci, 2-b) tfu^^-;k e^i/a ci. 5 -a) tru^k -r^y 

V (1, 2 -a] fcf'Jv^k -fsyy* CI. 5 -a] fcf'JvUk -fS^y* Cl, 

25 2-b) eu^-Jk -r syy* ci, 2-a) tru^x-;k 1, 2, 4-h 

'J7V*P (4, 3 -a] tf'JvMk 1. 2. 4-MJ7VD (4, 3 -a] tTU 
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H 



R 16 0- 
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^^jUA^E-Ok y77, ->7y\ g&£nwrfc<fc^7S A g&£*lT 

^M^h, w&zftT^Tb&^-m&tt. w&znx^xh^-wm?- 

*mm, w&-znx^xh&^7>)-)i, wmznx^xb&^mm^m. mm 
^nx^Tfeit^g^y, m&-$nx^xb£^7is)i. &&tfhvmm 
^v)vmmtfh>nz><, wwL&tf&ztttm, -t(Dm$im~3m. #£b< 
\timx$>z>o m&&<D&m\zmzm%:2n?2.^o ±fe<Dg«<z>*T#£L^ 

(D\t, k H D+y, «7;U*;k M7J^+y> M7;U^-;i'^+'>> {£ 
$7;WP#JUfc^**v> £fctet Kd^X {£$7;kii*->t>L<te{£$ 

^L6©7;kfr/^;us^W£tts. 
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R ! 7 S — 

^-y^jW5 1 ^> t-y^;w^ ^>^;w^^ ^^H^o^asRifc^ 
b 6 ©-a&^tfsa^tf 

R 18 SO- 
R 19 S (O) 2 - 
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R 20 s (O) - 

5 

*fctt»tt«o»i»«JSftfl:*** (7Jk*;k 7;k$--;k 7;k*^;k«^) e 
io *;k >>^D7;wy-;k z/zurfrtiztx-jimm , 7u-;k«^W£> 

±C© ®7J^Jk 7;u^;k 7;^-^S©^JchLT^ 

15 ##tfe>na. 

±82© r^fcTKHSj 0->^n7», yi7D7J^-;K y^D7JWy 

20 

±12© T^tK^Sj ©7U-;W£©0!I£:LT14, 09a. tf, 7izjk -f >x 
^7^;k (l-^73Mk 2-^*7?;^) , 7>hlUk 7it>h 
'j;k 7"t^"7?W-Jk 7)V*\s-)\, (9 -7;U*k-;k l-7)l*]s—)V 

go ^o^*iS6^irib2 oo7U-;usw#tf^n5, 

25 

±12© rm&zftT^Tb&i,m<k*m&£tc\mm®&i \z&nz mmm 
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2 gitticfcte 3 5Rtto*s»i*^**m*«^tf en 
5 ;k ^ity'u;K -fv**tjvy;k ^7 v /u;k -f7^77'j;k <s*v 

U;k fcf^/UJk 1, 2, 3 v7l/U;k 1, 3, 4-^*^71/ 
U;K 7?1fXJk 1, 2, 3-?7~777U;k 1. 2, 
1. 3, 4-?7^7lAUk 1, 2. 3-hU7VU;U 1. 2, 4-HJ7 
y*U;k xh^V'JJk If'Jyil', t!U7*7^;k t^'JSy-JW fc??"7xjk 

;k Cb) ?x-;k -r>KU;k -fy^>F«j;k ih— r>*vu;k 
^>vW£yyu;k ^>y***i*yu;k 1, 2-^>^vt^/'j;K 

^>7x77U;k 1, 2 -^>VW 7^7711 ;k 1 H-^>7HJ77UJk 

15 -fy^yjjk -»/-;k *x7Ux;k *y^-tt>jn;k 77^ 

>>-;k x7xU^x;k 7ux;k 7xUvx;k #;w\VJ)k a-#;u# 

>j-;k 0-#;k#'Jx;k r-^H'J^K 77U> J xJk 7x/*+)-7x 
;k 7x/x7vXJk 7ity-;K 7i;W-f-JK ^7>hkx;k 
7xTh'J'7x;k 7itFD'J-jk OF l J^ tfDD Cl. 2-b) 
20 tf'J^x;k t!^7n (l, 5-a) fcf'JvMk -f 5 7*7 Cl, 2-a] t?u 

v;k^7VU, 5 -a) tfu->\»k -f 57*7 ci. 2-b) 

-T = 7VC1. 2-a) tf'J5vx;k 1, 2, 4-hU77D [4, 3-a) 
kfUv^k 1, 2, 4-HJ77P C4. 3-a) U^nJWS^f &na. 

IRfclSCTt UTR*^ 7 U Jk 



25 ^>7 Cb) 7>J;k 2 H-\Zy>~ 3 --f;k -f7^>77^>, 2H-7P 
*>-3-' Ok =^+h>x-;k 7P"?x;k -T77P^x;k 2H-7P (3, 
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r«»snTv»Tt><k^**ji!Sj <D«»a^E«©fc<&#*tf &n*. 

r«Sl$nTlriTt>«fc^|gl»«^k7K*Xj <D#£U>:»WJ<kbTte, TIB 
10 ©#K:#*L^#WM>!IKflO*.T, ^y^>r~Jk 2-kKD+y-3 

3 - k H - 2 - 7ir j^o 3- (2, 4 - v 

tHD*->7i-^;v#-;w 75\>k 2 h*->- 3 -/^u-y^k 

3-> h + ~>-2-7x-;U7 P Dtf;k 2- (2 -Tx^Jk^v) -3-;*x 
;i/-y^;k 3- (2, 4-5?kHD+->7i-;W 7"okJk 3- (2, 4- 
15 y^h*'>7irMJl/#^W y^;k 2-kHD*i/-7*f;k 2-fcl^O 
3 -*3\JU-^>xJk 2-* h^v-^Jk 2 -/ h*->- 3 

20 WAtf, *5P;k X3\>k n-yotfJk i-7*DkMk n-^k i 

;k n-^>5Mk 3-^^;uy^k 2, 2-^^5 L ;U7 p D7 p ;k n-^v 
;k 3-^^;k^^;k 4-*x;u^>x;k n-^\^;k n-*£3Mk n 

-y-;k fh7kHo^7-Jk n-xvJk n -^>^x~>;k h'J7;k^ 

□ /^Jk 2-7 p D^~;k 2 -7*x^;k 3-7x-;k 2 -x^ju- i -7 

25 f-ik 3-^^;P-2-yx^;k l-^>f-ik 2-^>x-;k 4 

>f-Jk dr^x;k 2-7 p Dkf-;P C7n/Vl#)l) . 2 - -f^-frmrfmf 
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HB*?tS, OHttkHD^. Mett^fJK EtttlfJK i 
-P rte-f V^DtTJK TBSH t e r t )l. S EMtt, 

2- (hU^^;V->U;W Ih**>^^fe3ftt. Bz ltt, Med 
Ph»7x-JK MOMH >h*vpWk TMS«hU/WJ 
JK prenyllt ^Ixn^S OTfcfafc, . 
prenyloxytt^-iW^. roc 6 H„-cj tt, v^D^^ 
roC 6 H n -nj \ts MO^Wlttis* Tstt. P -b;ux> 
7JVj}>-;1/, TBDPSH tert-^y7i-JVy'J^ Bu'lt t 
e r t l PrH -i 7 T^o tf JW, picolyloxyit 

r ( ) 2 j -airr&s^Sr^-To (mm 7)v 
(am) ru-^fcificfctt* (mm a. -?-©w&£#sftsnws 
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XHR 
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ft (1-1) ft£4fc (la) K43^T, Rla«^U<«S^nT 

^Tfeit^iWW^* 1 ?- iD»it<«-CONRlR2tW. R2 

itG® da) K£V>T, Rla. R2a, R3~R5#> ftl«fCl 

^Wl-ZXDnmBWtts ±f2iS (I) T^bfc^, ; 
R 2 *««tt$nT'b«k^7U-;WT?*0 ; R 3 #zK£*fc««»SftT'bckV>7$ 

r 2 #, in^x^tu^iw> M7;w^;u^^-;k v*d7;p 

R 3 ^7m^rz\tmmnx^xh^7 ^ j t*&o ; R 4 a***-e*0 ; R 5 a** 
Apy>, Aoy>fl:fi«7;p*;w. TU-MT^v^i/. <s»7jw^ 

;t=E-fJK 75 A y^7»fii7M;W4y, ££0^x070-^ 
{S»7;W^^->*^^*»*^SK$nSiSftS'rSlftSnTV»Tt)«fc^7 
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-v&q ; r 2 ^> is»$nT^TfecfcirJifi*siS, ffiftTm*^*^. v 

10 7x~;H£$7;MMk 7zr;HfiR7iW7 5>', 

x-;pt*&*. rajas nwrt><fcnj ©m&ate, ||«9|±^J: 

JMrl/> (^:-CH2-CH2-CH2-CH2-, -CH2-CH2-0- 
CH2-CH2-) » *z;$Ltc\Zi?\mLT)l*r)l, Ii$nT^Tfe«k^7x- 



25 
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CH»$nWTt> J:V> 2 -> 3 -*3«fctf4 - fcWJ 

7i^W7^7S;, 7i-J«7;WJVft, 7xx;W£ 

$7;i^x;k 7x-;w*;wtqE-f;k ray, y^njj^MiTM;^ 
#8§B©@Krtfr& < »G > rjfij turn si^s^aaaaJfiawsL^ aia 

*>J7A^<i:07;^U^S^ *^>"7A1, T^y^Al, AU7A& 
fc£©7JP#U±i£&J»fi* fc£tfC7JU£x7A&* Jy^-^AfiftW 

ijyx traux x*y-;P7S>, yx^/-Ji/7$>, MJx*/-;i/7 

£<D&,hbTte, m il. MJ7JWam 77j^, ->a«7». 
7K>8. ?x>&, U>^K. 7>5\>UB£. 77o;l/k*>8U ¥L 

*)\,-?>fc£t<Dmmi*>n, m&7 s. ;®t<D&tLT\t. 7*a* 
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©s^«». *»w©«i8«c^$n-5. *&mm&i'\t7)v*)v&<D&5i3i* 

mMS£t>#ftb*<&. ^©ckSfcgttttKrr^T* *tt5©iI£*5<fcl§lflM;:* 

yoH7'^ll fl:^»*fctt«WW^*T*4*ftWr*NAD (P) H 

5 (Bungard, H. , Design of Prodrugs, pp. 7 - 
9, 21-24, Elsevier, Amsterdam 1 9 8 5). 

xZtM £tz\tbtiztezm&4tf!Mtm%te7*>*fcfo2^2>z\t\z£-D 

sntna. i«b^«^*bT^4Ktt*^6»#$n4J|i«fejiK«©*fctt 

Cl-C67JWI/X7f;l/ /^JUXfJK ifJUXfJk n- 
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Xfjk t e r t-WlXfJW . «'J/XWXfiK *5<fctfN, 
N-5?X^;^U3-JW75 Hl7fK*5. *^X*r-Jl'T?*S7nH7 
y£ftt, (I a) TSJfcStl^t^O^hU^Affita^^ 

f;KA 1 d r i c h Chemical Co. , Mi lwaukee, W 

1 scons in US A ; 8A^N o. 2 8, 9 5 6 - 6 t LTA^tl) 

lW^T?*5yDl«55r^t (I a > 

tlZfc&to<D')-hVOI*&t3V{tx?)], (Aldrich Chemical 
Co. , Mi lwaukee, Wisconsin USA ; SSt^No. 
I- 7 7 8-0 tLTAf^i) ZKfoZ^Z (^f»A7 5Hf©*« 

t2-^PD-N, N-5>X^JU7*feh73 H (Aldrich Chemic 
al Co. .Milwaukee, Wisconsin USA;J8ift#*tN 
o. 2 5, 0 9 9 - 6<hbTA¥TO) (vpWWfrJW^S 
O*§$40 ^t^«t0»ifit*4^t*«T?#*. ^M^J/X^UXXx^T'fc* 
7DF?3^tt. -IKS da) T&fc$n*<t£&0:J-MJ?AJ&£4- (2 
-^DDXf;V)tWJ>M(Aldr i ch Chemical Co., 
Mi lwaukee, Wiscons in USA; M#^N o . C 4 , 2 

2 0-3£LTA3^&) (5?^^*M7S H*©*^) Z 

XJ-)l£.rz\$ ( (7;HJ**>*JI'#XJW 7)l*)\'3.7s ; T)V0&5fo- 
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aj««tUTtt. Egm&tt (Enas^as^tr) > n«n kiss, 

#gX«) lftj««W«**tf5ttS. 1"^t>S, A^>»«lC*Jt*NAD (P) H 
M3!l£LT, Sfctt. NAD (P) H\Z&mrr ZI&lBimtLT 

mi mms) . iragm mmm) . mmm 

mmi mm, mi mm^mmmm. ^B*>Dym awa. mai. 

mi mtmuzmzmi mmmmi mmmi mmmi mm#i mm 
mimmfznz. ztz. &mzfo\: t mmi tmmi mmi imai* 

D (P) HK§£WT£^lt£&£T£;:£t>^iigT&£o ?M£P<Z>&4jigj?S<h 
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10 

*->*^;Hr;uD-x, 7>7>mWL. Kjf-yfflSL* #u ex;ufau fx 

15 U >&#^v"^A, U>Sg#U?A> ^^>i5^*^5^. 
^PXft^P-T^HJ^A, ^tf^v^^X^-^HJ^A. 

qE/^u-tu b\ ^ h-xfc<tmi^^un-«*^v^A^^tf e>n 
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10 

25 
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tHP^v-x^-feJUP-X, hHD^vifM^P-X, kHP^Dt 

15 
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T*^^*«tC Bli;ffl#:'s»J*©»«7-f>*iii;TO«^) 

TNAD (P) HCH5|-rft**©*^J!.&*l«(K»CN AD (P) 
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M#ejrr**J«:9felll^ NAD (p) H**^-tfBt»*±B©J: 

IfSWjfoE, *tttt«Jfeffi. =f-JPF^7y Ffl&JliiEE. ^^ttitiJfiiEE, ibJgttffi 
ifajE, SteflSitaBE, Sa'ttiSiJfliffi. PIHRffiJtii. ^^Sifiiffi^ ECaStefcJfiiBE. 

iSfjfiuaE, £*i«nad (p) H**->^-«*ia»T*o»c+»^*©-«^ ( I 

t,U<»Sm«tt«SK^ *£«NAD (P) H**->^— KftHS-TS© 
tcl -f-^^fi©-^ (I a) T'i£t>i£nZ{t£W<Dfe&±G®tzMZm%My>lZ 

^WMTO> fcUISIWItt- sfcfcttNAD (P) H#*i^~t? 

*9HMf+. rsWIR^«lJ t«» SMmS* 1111- SKMTO, SMJfiL 
&£, lilifii> %>b<**Wtt*», SfcttNAD (P) 

^^^—fe-Sria^-rsoc+^^so-^ (i a) tit$n^M©M 
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5 &»<z)-{K (i a) T~mfr2nz4t£®ofem±fi®tzmzm%mmz&5-T 
*wmm*. rmfo&mmi t\$, <mmm, bL<\mft. *^«nad cp) 

10 &^±W^&fiMMtira^ 

mm* ifcBNAD (P) H#*S^--t?£E§T£©K+#fcS©-«a (I 

20 ao-K (i a) T~nt>zn%it%m<Dfefe±.^9)iumitmmmz®fyr% 

«snt*««:»ife) » aft*****, bL<\zmm&& 

25 Sjc#i?&» Jfc«NAD (P) H**->^-i?£lflgT30ei-#fcJ^HK5£ 
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7$^7N®&. ttttaftttttH**' ?LtfHffl5&. JB^tcS^< Riffle. 7^ 
7<J7ttW«> JftfittHttSft, Jfo3G05ttM»3fc, EJ?ttH«S*. 

teNAD (P) Ht*'>^SBtt5©i:t^ao-ftS (I a) X'^t> 

&tt£ltff& Luegenec^ll, ^ttffil'J^Tf, HttlfllJBU* 
v^, *Jl^SAteaifcl6H»£. ME, ^MgnttU^? 1 , ft* 

if) , W«s*ofi^»lB. #«**ttM«££«. tbifrttlWtp^ jfo^ttilRSEfl* 
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*wmm*s rjgj t\t. mm wz\z* mmm. &mmm. mmm. m 
#m, atm&mm. mmm. mam. t*i&im uw^i. u>/m^ 
&a #hjb> r>^M0, w-mmmm, m&mmm, &mmm, 

mmm. %m. 9mm. iiM. mw-±&m. m&mmm. mm, nrnm, & 
mmm, %m#m. aawi, mi, sum fsm&m&m* wmmm. 

m%mm. mm, >mmmm> mstm, t>u<«±^») . $fc«NAD <p> 

H**->^— ffSriaS-rsoJC+^^MO-fRSC (la) T^^^n^^^o 

(JH*rtttW*J:tXtterttt»*fi^L ; Mrtfttttt. 011*. li. Omma 
ya'J -if-/*© «fc 3 fc »J If-AtCE 0 tttt S nfcMrt* x-tMUK^ 0 £B 13 
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01mg~10g^D,»il<H 0. lmg-lg, lmg-lOOmg, 
0. lmg~l Omg^mO^. #inWi^ 0. 0 1mg~lg 
T'*D. ifSU<H 0. 0 lmg~l 0 Omg, 0. lmg~100mg, 1 
mg-lOOmg, 0. lmg-10mg&OT0^5. 

(S£ijli£^i61" : &ifc*o3|fi0JB!i) 
^d:LT, -ffc^* (I) co§S[f££0iJ^T£. 
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R 5 



ittrto A ©fi&S R 3 - R 5 «> * t < W\ n ? >W&&®& 5SSi$nHS. 



X 
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Ar 



u z u k i KjfcfcipDTfcilfcfctfJ:^. 

p d Jl^itfTt^V^ftSffl^t, l^Sonoga shiraS 
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#^0J0i£ (I) <D<t&to<D\Z7Vu [1. 5 -a] t'J 5 v>IH^fi!c 
TS^Stt. ^ftJ-r**. Novinson, T. ;Robins, R. 

K. ;Mat thews, T. R. , J.Med. Chem. 1977, 20 (2), 
2 9 8 - 2 9 9. £J:tfAnn. Chim. (Rome), 1970. 60, 2 
25, Ann. Chi m. (Rome), 1970, 60, 227 &#8B0H£. 

«TORJS« ( I V) 



0 




{£, &Ufc$rh>®ADy>ftCJ:0, tr^Vn [1. 5 -a] tfU$y>^ 
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i ) 

[1, 5-a] 5 -%)m>WLZ-?)VXX 



Novinson, T. ;Robins, R. K. ;Matthews, T. 
R. , J. Med. Chem. 1 9 7 7, 2 0 (2) , 2 9 8-2 9 9C«^ 
10 $b;fc 0 



[1. 5-a] $•/> - 5 -*;^>SSXfJHXf 
;M15. 0g) , f^ithU^A (6. 54g) , (6 

6 5mg) (D^x^;u-x^y-;i/ d-i, somD mmm^mnmn. 
T&nhrc m&mmisit. »«»*x?wk:* 



CI 
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feS1i*x^y-;p«kt)flfeau, $ftfiit#Si (9. 9g, 7 8%) 
mp : 114-11 5*C. 

(£260! 3) 

{Z-^U^My'/u [1, 5 -a] fcT'J 5 v>- 5 -fcJl^Blx^xx 

x;^«k^3-a-f«e7i/n [l. 5 -a] tru5v>-5-£;i/#>&x^ 
;vxxx;kd£j&) 

X = Brorl 

tf^/o [1, 5-a] tT'J5^>- 5-*M>iX^H^r;V (6. 0 
Og) O^DD^A (6 0mL) TktfTF, ( 1 . 6 1mL) CD? 

dd*M (3mL) WKftiTFLfc. Ml 5#M«#«. * (1 0 OmL) 

Stfeftttft (8. 0 3 g, 9 5%) £f#£io Mp : 1 1 3 - 1 1 4t). 

tr^/o [l, 5-a] S - 5 - *;l/#>iXfJHXf (1. 5 
3 g) » Eiftxa-^i (2 3mg) ®£DD#;kk (1 5mL) ®m\Z> 4 0*C 
T» -&<t3Vm (0. 7 OmL) fciBTLfc. £D3EJfc»»«fcra»3 0# 

£»8x^;U-^*1J->J:!mf£ilU Hfiftttfi (2. 13g. 9 8%) £?# 



N 



-N 



Et0 2 C"N 
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fc.mp:1 4 5-1 46t:. 
(HM«4) 

(3-mt!7'/D [1. 5-a] KU55>>-5-;&;W#>SM5«fctf3- 

[1. 5-a] trus5?>-5-*;v*>*0'&rt) 



[1, 5-a] K'JS^>-5-*J^>8xfraT 
jU (3. OOg) <D*9J-)V (2 0 0mL) 8jfcC2S£*»fW-HJ££* 
»ft (1 lmL) SiP*, ti;4M«fiSIT3 0»lllim *»T, 2& 
10 (2 2mL) KT^fDUfc. /^y-;V*«BE«*UT»6n&«fffi«ft 

«JRU *ft> *£H# (2. 6 0g, 9 7%) mtc. Up :®2 0 

[1, 5-a] fcfUa>;>-5-#A#>&X5f^X*-r 
15 ;K2. 1 Og) &Qftmz\sTn&&fc (1- 8 2g, 9 5%) mp : 

m2 1 5"C (#J2 0 OX^iZX^B) . 

o- (3-^od7i-;w tr^/p [i. 5-a] eus^>-5-*;p 

20 ^Vilf^I^fJl'O^filc) 




X 

X = Brorl 
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Et0 2 (T N 




3 -yD^tr^/o [1, 5 -a] fcfU 5 -#;l^>B&X3 1 ;i>x*7 t 

(1 8. 0 0 g) x 3 - ^DP7x-;W5"5Bt (12. 5 0 g) . DAJIrt'J 
(3 1. 12g) , >>:**+f> 2 0 0m 1 ®^£&£gf^irFT&#LT 
5 f h7^ ( HJ 7i-WX7^ » nyi/^h (0) (1. 5 0 g) > £;&n 
3f^OTfiJi^b/io SJt^S:^^^^, zKl 5 0mll:a&. > 
;l,X>3 0 0ml T'ffltUbfco MTO^ft^zKft^ M^^v^AT 

&giu Mra^bTtf^nfcM^vu^y^^A^DTh^^y'f- (g* 

&X3^-HKr>=8 : 2) TfifMUT, 3- ( 3 - 7 o □ 7i^JW tT^V 
10 □ [1, 5 -a] eU5^>- 5-^;^>^X^X7.x^ (18. 05g, 
8 9%) ZnQ&Vigk-C'mtZo mp: 126-129 "Co 

(H5S0<|6) 

(3- (3-^PD7i^JW fcT^/n [1, 5-a] tfUSi/>-5-*;W 

15 




3- (3-^DD7i-^) e^VP [1, 5-a] tf'J 5 

68 



WO 03/091256 



PCT/JP03/05024 



>SxWXfJP (18. OOg) , ^/-;H20ml, Th7tHD7 
?>12 0mlO»^ 2J8Jfe*»fl2^hU9A***6 0ml*lDA. * 
iaT*2P#PBl^#b7tc E£*C28£**6 0ml fciTFU Wffl-rsteS^S 
»U 3" (3-7cm7xX>U) fcf^Vo [1, 5-a] t!'J5y>-5-* 
^>gg (14. 02g, 8 6%) fcJHSttttftTfcfc. 

(N-2->^DA^iV7i^ 3-(3-^nD7x-;We7*/n[l. 

5-a] h!U$y>-5-7SFO^) 

NH 2 /-^ 



3 _ (3-^ 0 p7x-Mf7^/D [1, 5-a] tf'J5y>-5-*M> 
g (0. 0 8g) , 2-i/#0'\*i')V7=.V> (0. 06g) , N, 
WW5H2mli». i-kFD*S/*>!/HJ7VOM0. 0 5 

g) . tttt i 3 - ( 3 - ?*?)17 s y 7*0 tf;u) #;i/#5M SMO. 

07g), &jjn*_. MT?2P3IBI«#bfc. S^fflEC7K2 Om 1 & 

*i*>-»BIX5^=l : 1) T*tMbfc&, IWxWeWBbT, N-2- 
■>/;D^yJl/7x^ 3- (3-^OD7x-JW [1, 5-a] 

tf'J 5 5>>- 5 - 7 5H (0. 08g, 6 4%) ftH6fl-*fc*T?#/t. mp : 1 
6 0. 2-16 1. 4t: o 
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(7-^V-2-7i^-4, 7-vkFDtf7VD [1. 5 -a] tfU 



o 




Ann. Chim. (Rome), 1970, 60, 225, Ann. Chi 
m. (Rome), 1 9 7 0, 6 0, 2 2 7$#%l:^Uc. mp: 2 5 6- 
2 5 7*C„ 

mam*) 

(2-7x-;u-7-^opt:^yp [1, 5-a] trus v>- 5-#ji^ 
>ftx3\>uxxx;K&"&j5fc) 




7 -^7-2-7x^-4, 7-^kHae^7n [1, 5-a] tf U 5 
5-*M>ilfJVx^fMf3 7 -^□□tf^/D [1, 5-a] e 
U5^>-5-^;l/^>^X^;UXXx;KD^S^##(I-&fi)cLfco mp : 1 
3 5 - 1 3 7r. 
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mmmi o) 

(2-7x^;l/-^7^/D [1, 5 -a] lf'J5y>-5-A^>iXfiV 



2-7x-;i/-7-^nmtf^/D [1, 5-a] tf U 5 5»- 5 -#;p#> 
ilWXfi^f), ttj£Ufcfc!^/n [1, 5-a] tfU5v>-5-^;W 
^>SliW^fJ^^^l:f^^tfe. mp : 1 8 0- 1 8 it. 



(2-7x-;v-tf7 , /o [i, 5-a] trus^>-5-*;w?>K®'&*) 



2-7x-JV-tf77o [1, 5-a] fcf'J$v>-5-*;V^>mx5 1 ;WX 
XfHO, «Hfibfc3- (3-^DD7x-JW t£^/o [1. 5-a] tfU 

2) 

(N- (2- ; £M i J;7x-JW ^^JV 2-7x-;Utf7l/D [l. 5- 
a] tf' J $y> - 5 -75 F©£&5c) 

71 
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2 -7x-;u- tr^/p [i, 5-a] trus5?->-5-*;pjj?>* (i 2 0 

rag), hUX^;P75> (0. 091ml) 0fh7t^P77> (10ml) 
-4 0TODD»fiP (0. 0 5 3ml) SrflnAfc. JSC, 2- 
5 t;WJ>"S>5W7 5> (l 1 5mg) ©fh7tHn77> (2ml) 

^yyotf^x-x^O^fg^L. N- (2-m»J/7xr;W 
10 ;i/ 2-7i-^t!7!/D[l, 5-a]tf'J$y>-5-75H(14 2mg, 
6 9%) mp : 1 9 0- 1 9 2°C. 

(mmmi 3) 

(2-7^7-4- (3-^dd7i-;w tr^y-;w) 
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(7 _^y_3_ (3-//DD7I-JW -4, 7-vt Kot^/D [1, 
5 - a] tf'J5> 5 >- 6-*M>^xfjHXT^©^) 



5 2-7^/-4- (3-^DD7i-;W kf7 4 /-;i/ (5. 7 3 g) 06ttt (5 

7ml) l^X^Xh^v^l'^o^-b (6. 5 8ml) £fln*.» 5P# 
RSJj0S?*aei6Ufc. *«ft«£E«4Ufcft» «x^;U (3 0ml) fcjq*., 15 

DD7i-;W -4, 7-ykHDtf7V'D [1, 5-a] t°U5v>-6-^7 

10 ;u^>^x^;uxx^;i/ (7. i5g, 7 6%) ^il 

($JS0U 5) 

(3- (3-^7DD7i-JW -7-^DDtf^7D [1. 5-a] tfUS^ 
>- 6 -^J^^X^UXfJV^) 



7 _^y_ 3 _ (3-^ D D7i^) -4, 7 K D fc^/O [1, 
5-a] VVS.i?>-6-j3)l#>&x. s ?)VX7>T)l£K>* 7-£DDtf^V*D 
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[l, 5 -a] tru5v>-5-*;^>^x5 1 ;i/X7 > x;wo^fe^##n-& 

f&Lfro mp : 1 4 0 - 1 4 1"C. 
(»J16) 

(3- (3-^DD7i-JW fcf^VD [1, 5 -a] tTU $->*>- 6 



3- (3-^oo7x-;U) - 7 -^Ddbf^/n [1, 5-a] tf U 5 v 5 > 
-6-*;^>B6X5 L ;|/X^x^<fcDg(fjSLfcfc:7 4 /D [1. 5-a] tfU^v 
>-5-*;i/^>Btx^Jl/XXx;K0^j«ftC^lr^j«Ufc. mp : 1 34. 5 
-13 5. 5t„ 

(£JS0U 7) 

(3- (3-^DD7i-JW tf^Vn [1, 5-a] t!U 5 > J >- 6 -*JU 




Et0 2 C 



V 




3- (3-^DD7i-JW tT^/D [1. 5-a] tTU5v>-6-*;^ 
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>SlW^fMDI^U:3- (3-^DD7i-iV) M^/u [1, 5 
-a] tf'J5v ? >- 5 -%)Vts>WHDGf8,mzft^£fcVtZo mp : 2 7 2 -2 
7 5*C (#8?) o 

8) 

(N- (2- (4- t-7\**i/j3)l>#=.)VV'<7i?;) 7x-JH 3 
- (3-^DD7xr:iW fcf^/D [1, 5-a] t'JSy>-6-75 HO^ 



Boc 




3- (3-^DD7x^JU) t^/D [1, 5-a] tf <J i 5?>- 6 
>m&K), ll3$Uc:N-2-i'^D^y;l'7i-JV 3- (3 -^□□7x~ 
;u) tr^i/o [l. 5-a] tru ss;>- 5 -75 F0£/dH£K:«EV>£jfcU&. 
mp : 2 0 1 - 2 0 2°C (ftM) . 

(«^J1 9) 

(N- (2-Vs<7i?;7*-)V) 3- (3-?DD7x-;l/) £5 

»/P [1, 5-a] t!U5>»-6-7S F©£j£) 
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BOC H 




N- {2- (4- t -7b*i'i])V#—)V\Zl7i?S) 7i-JH 3 
- (3-^PD7i-JW \£?Vu [1, 5-a] t'J5->*>-6-75 H (3 
OOmg) , Y^yMufm. (0. 4 2ml) ^dd*M (6ml) ^ 
5 *6NfWftlSlftaSSUfc. £J»£&aiU 2N#K<fc^HJ'7A#&«! (3 
ml) £JnAfc&, ?OD*JUATflbtBLfc 0 WilM?^v^A« 
Sttt«ri*JBE«*Lfc. 8S£7;i/5:f;fr7A*PTh^57<-T*l« 

bfcsi, fh7k h*D7 7>-^ y^ne;wx— rJW<fcO?f»ftfl:b» n- (2 
- tr^7>V7x-;w *^;u 3- (3 -7od7x-;1/) e^Vp [1. 5 

10 -a] tfUSv>-6-75 H (2 2 Omg, 90%) £f#fc. mp : 18 5- 
15 

(*M0!I2O) 

fcfc^OS^KO^tCO^T, U.£fc«kt> n H-NMR£$J£Lfc. NMR 
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'H-NMRIH *i?*?-)VZM*z'\ t (DMSO-d 6 ) , t^DDM 
ACDC 1 3 ) , MeU> ? > (py r i d i n-d 5 ) &m*'7-b5*9-)li'5> 
ZftU&mtLTMfehtCo 6Wt* PPmX\ mGfefk (J) «HzTSfBb 
Ace ^-^4>, stt-MU d«=M«SL t«=S«L qttlHfi*& quint 
s e x t «AS»» mte^fi®. brlt mfc&£M*T%o 
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h r n >> 
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H f*H\ 
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A— OB 
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ft 

° w- 
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■lift TO 




A-35 


- 


- 




A-36 


- 


- 


>JUQ? 


A-37 








A-38 








A-39 






or r N \n 


A-40 








A-41 








A-AO 
nit 






h fYL 


A-43 






or s N boPh 


A-44 








A-45 





— 




A-46 








A-47 




- 


Me 


A-48 


1H-NMR(CDCI3) <5: 
1.86(3H. s), 2.34(4H. br). 
2.91(4H.t. J=4.8Hz).7.16- 
7.33C4H. m). 7.44(1 H.t 
J=7.8Hz), 7.89(2H. d. 
J=7.2Hz). 7.96(1 H. m). 
8.44(1 H. d. J=7.5Hz). 
8.50(1 H. s). 8.89(1 H, d. 
J=7.2Hz). 10.54(1 H. br.s). 


165-166 
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(£1050^£) 







NMR 




Boc 

Oh 






A-49 




203-205 




A-50 


1H-NMR(CDCI3) 5:2.80- 
2.9CK8H. m). 7.13-7.28(3H. 
m). 7.34(1 H. ddd. J=8.1. 2.1. 
1.2Hz), 7.42-7.49(1 H. m), 
7.90-7.96(2H, m). 8.48(1 H. 
s). 8.47-8.52(1 H. m). 
8.89(1 H, d. J=7.2Hz), 10.52- 
1 0.59(1 H. br). 


194-196 


Et 




A-51 




147-149 




A-52 








A-53 


1H-NMFKCDCI3) 6 : 
0.99(3H. t J=7.2Hz). 
1.30(3H, d, J=6.3Hz), 
1.66(2H. m). 4.1 2(1 H. m), 
5.36(2H. s). 7.33-7.47(5H. 
m). 7.63(1 H. d. J=8.1Hz), 
7.84(1 H. d. J=7.2Hz). 
7.92(1 H. s). 8.82(1 H. d. 
J=6.9Hz). 8.98(1 H. s). 


— 








A-54 


1H-NMR(CDCI3) 6 : 
1.03(3H.t J=7.2Hz). 
1.34(3H. d, J=6.6Hz). 
1.69(2H. m), 4.1 5(1 H. m). 
7.26-7.7K6H. m). 7.73(1 H. 
d. J=6.9Hz), 8.4K1H, s). 
8.74(1 H. d. J=6.9Hz). 


- 


Me 


A-55 




104-107 


Rnc 


A-56 
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1 *r s<=f 
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St/SCO 




A-57 




210-211 




A-58 




169-171 


Boc I 


A-59 








A-60 




- 


Boc 


A-61 


1H-NMR(CDCI3) 6 : 
I.OOOH.t. J=7.2Hz). 
1.30(3H. d, J=6.6Hz), 
1.65C2H. m). 4.07-4.1 7(1 H. 
m). 7.05(1 H, d, J=0.6Hz). 
7.41-7.530H. m). 7.66(1 H. 
br.s). 7.70(1 H. d. J=7.2Hz), 
8.79(1 H. dd. J=7.2. 0.9Hz). 






A-62 


1H-NMR(CDCI3) 6 : 
3.02(4H. t. J=4.5Hz). 
4.01 (4H.t, J=4.5Hz). 
4.79(2H, d, J=6.0Hz), 
6.99(1 H.d. J=0.9Hz), 7.12- 
7.52(7H.m). 7.72(1 H. d. 
J=6.9Hz). 7.98-8.0K2H. m). 
8.79(1 H. dd, J=7.2. 0.6Hz). 
9.01(1 H. br.t). 




H 


A-63 


1H-NMR(CDCI3) 6: 
2.84(4H. br.m). 3.07(4H. t. 
J=4.5Hz). 7.13-7.23(2H. m;, 
7.29-7.32(1 H, m). 7.49- 
7.57(4H, m). 7.69(1 H. d. 
J=6.9Hz). 8.1 3-8.1 6(2H, m). 
8.44(1 H. dd, J=7.2, 2.1Hz). 
9.38(1 H. d, J=7.2Hz). 
1 0.95(1 H. s). 
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NMR 




H 


A-64 


1H-NMR(CDCI3) 6 : 
3.00(4H. t. J=4.8Hz). 
3.19(4H.t J=4.8Hz). 
4.78(2H, d. J=4.7Hz), 
6.99(1 H, d. J=0.9Hz), 
7.13(1H.td. J=7.2. 1.5Hz). 
7.21-7.52(6H.m). 7.72(1 H. 
d. J=7.2Hz), 7.97-8.01 (2H, 
m), 8.79(1 H, dd. J=7.2. 
0.9Hz). 9.07(1 H. br.t). 


- 




A-65 








A-66 




- 




A-67 


1H-NMR(CDCI3) 6 : 
1.84(1H. m),2.43(2H. m). 
2.76(2H. m). 2.98(1 H. m), 
3.70(2H. s). 4.67(1 H. m). 
7.24-7.37(6H, m), 7.43(1 H, 
t J=7.5Hz). 7.75(1 H. d, 
J=7.2Hz). 7.88(1 H.br.d. 
J=7.8Hz). 8.1 0(1 H, br.s). 
8.1 7(1 H. br). 8.51 (1H. s). 
8.81(1 H, d. J=7.2Hz). 


- 


CD 


A-68 




- 


"TV 
ft 


A-69 




- 


H 

0. ^» 

^6 


A-70 


1H-NMR(CDCI3) <S: 
2.9K8H, m). 7.13-7.280H. 
m). 7.45(1 H, ddd. J= 8.0. 
5.0.0.6Hz). 7.96(1 H. d. 
J=7.2Hz). 8.25(1 H. ddd. 
J=8.0, 2.4. 1.5Hz). 8.54(1 H. 
s). 8.55(1 H. dd. J=8.0. 
D.6Hz). 8.62(1 H. dd. J=5.0. 
1.5Hz). 8.91(1 H. d. 
J=7.2Hz). 9.34(1 H.dd. 
J=1.5. 0.6Hz 
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N 1 

CD 

^ ° 


A-94 
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H 
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h fr\ 
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— 
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H 
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NHBOC 
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A-116 




A-117 



1H-NMR(CDCI3) 6:1.40- 
1.65(1H.m). 2.08-2.22(1 H. 
m). 2.87(1 H. dd. J=9.8. 
4.7Hz). 3.17-3.32(3H. m), 
3.41-3.5K1H, m). 7.12- 
7.21 (3H, m), 7.33(1 H, ddd. 
J=8.1. 2.1.1.2Hz). 7.44(1 H. 
t J=8.0Hz). 7.85-7.90(1 H. 
m). 7.90(1 H, d. J=7.2Hz). 
7.97(1 H.t. J=2.0Hz).8. 





A-118 



A-119 



Boc 




A-120 
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(Si ©o-^J) 



NMR 



tt& (°C) 



Boc 



OMe 



A-121 




OMe 



A-122 




A-123 



NMe 2 




A-124 




A-125 



1H-NMR(CDCI3) 6: 
2.53(2H, t J=6.0Hz). 
2.65(2H,t J=5.1Hz). 
2.69(2H.t,J=5.1Hz). 
2.85(2H. t J=6.0Hz). 
3.88(2H. t. J=5.1Hz), 
3.94(2H.t J=5.1Hz). 7.23- 
7.29(1 H, m), 7.32(1 H, d. 
J=7.2Hz). 7.37(1 H.t. 
J=7.8Hz). 7.82(1 H. ddd, 
J=7.8. 1.5. 1.2Hz). 8.16(1H.t 



On 
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Bt£(°C) 




A-133 


1H-NMR(CDCI3) 8 : 1.40- 
1.68(8H. m). 1.90-2.1 4(2H. 
m). 4.08-4.1 4(1 H, m). 
7.28(1 H. dd. J=7.7. 1.8Hz). 
7.38(1 H,t. J=7.7Hz), 
7.76(1 H.tJ=7.7Hz). 
8.12(1H.t J=1.8Hz). 
8.51 (1H. s). 8.81 (1H. d. 
J=7.7Hz). 10.68(1 H. br.s). 
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A-140 






NHMe 


A-141 


1 H-NMRCCDCI3) 6 : 1.50- 
1.65C1H. m). 2.02-2.25(1 H. 
m), 2.10C3H. s). 2.91- 
3.01 (1H. m), 3.09-3.25(4H. 
m). 7.12-7.22(3H. m). 7.30- 
7.36(1 H.m). 7.44(1 H,t 
J=7.8Hz), 7.86-7.92(2H. m). 
7.99(1 H.t J=2.0Hz), 8.33- 
8.41(1 H. m). 8.51(1 H. s). 
8.88(1 H. d. J=7.2Hz). 10 




Q H (^*H1 

W/-ci 


A-142 


1H-NMR(CDCI3) (5:1.51- 
1.65(1 H.m). 2.02-2.1 6(1 H. 
m). 2.10(31-1. s). 2.91- 
3.02(1 H. m). 3.09-3.25(4H. 
m). 7.12-7.220H. m). 7.30- 
7.36(1 H. m). 7.44(1 H.t 
J=7.8Hz). 7.86-7.92(2H. m). 
7.99(1 H.t. J=1.8Hz). 8.33- 
8.41(1 H. m). 8.5K1H. s). 
8.88(1 H. d. J=7.2Hz). 10 
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H f^N-N 
BocN^ 0 >-a 
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0 


A-154 


- 


- 


H 


A-155 


- 


- 




A-156 




- 


NH 2 

n H f**r% 


A-157 


1H-NMR(CDCI3) 6 : 1.19- 
1.35C2H, m), 1.67-1 .78(2H, 
m), 2.46-2.59(1 H, m). 2.60- 
2.72(2H, m). 2.98-3.0812H, 
m). 7.13-7.250H. m). 
7.34(1 H. ddd. J=7.8. 2.1. 
1.2Hz). 7.47(1 H.t J=7.8Hz). 
7.88-7.94(3H. m). 8.42- 
8.47(1 H. m). 8.48(1 H. s). 
8.89(1 H. d. J=7.2Hz). 10. 




NHMe 


A-158 


1H-NMR(CDCI3) (5:1.10- 
1.27(2H. m). 1.80-1 .91 (2H. 
m), 2.20-2.33(1 H. m). 

m), 3.01-3.10(2H. m). 7.12- 
7.25(3H. m). 7.32-7.38(1 H. 
m). 7.44-7.51 (1H. m). 7.86- 
7.93(3H. m). 8.43-8.47(1 H. 
m). 8.47(1 H. s). 8.89(1 H. d. 
J=7.2Hz). 10.49-10.5 
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A-159 



1H-NMR(CDCI3) 5: 1.41- 
1.57(2H.m). 1.66-1.77C2H. 
m),1.92(6H. s).2.27- 
2.41(1 H.m). 2.62-2.74(2H. 
m). 3.08-3.1 9(2H. m). 7.12- 
7.32(4H.m), 7.42(1 H. t 
J=8.0Hz). 7.88(1 H, d. 
J=7.2Hz). 7.87-7.95(1 H, m). 
8.03(1 H, t, J=2.0Hr). 8.37- 
8.43(1 H. m), 8.52(1 H. s), 8. 



Boc 
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y„ ^n-n 


A-164 


1H-NMR(CDCI3) $ : 2.79- 
2.88(8H. m). 5.15(2H. s), 
7.09-7.25(5H. m). 7.31- 
7.50(5H. m). 7.85(1 H. d. 
J=7.2Hz). 7.90(2H. d. 
J=8.7Hz), 8.43(1 H, s). 8.49- 
8.54(1 H. m). 8.84(1 H. d. 
J=7.2Hz). 1 0.48-1 0.58(1 H. 
br). 
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U&CC) 




A-170 



SMe 




A-171 



1H-NMR(d6-DMSO) 6 : 
2.78(8H. s).7.11(1H. dd. 
J=9.2. 9.2Hz), 7.19(2H. m). 
7.29(1 H. m). 7.71(1 H,d. 
J=7.2Hz). 7.85-7.95(2H. m). 
8.35(1 H, m). 8.85 (1H. s), 
9.35(1 H. d, J=7.2Hz). 
1 0.35(1 H.s). 




OMe 



A-172 




A-173 



1H-NMWCDCI3) 6: 
3.25(2H. t J=8.2Hz). 
4.70(2H. t J=8.2Hz), 
7.14(1H.t J=7.3Hz). 7.20- 
7.30(2H. m), 7.38(1 H, t. 
J=7.3zHz). 7.60(1 H. d. 
J=7.3Hz). 7.85(1 H.t 
J=7.3Hz), 8.1 5(1 H. s). 
8.36(1 H, d. J=7.3Hz). 
8.52(1 H.s), 8.81(1 H, d. 
J=7.7Hz). 
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it** 



NMR 



fe£(°c) 





A-207 



A-208 




A-209 



1H-NMR(CDCI3) <5: 
2.60(4H. m). 2.76(4H. m). 
7.13-7.260H. m). 7.32(1 H, 
t. J=7.7Hz), 7.41 (2H.t 
J=7.7Hz). 7.74(1 H. s). 7.76 
(2H. d. J=7.7Hz), 7.94(1 H. d 
J=7.3Hz). 8.52(1 H. m). 
8.54(1 H. s). 8.89(1 H. d. 
J=7.3Hz), 10.51(1 H. s). 




A-210 



1H-NMR(CDCI3) 6 : 
2.6CK4H. m). 2.76(4H. m). 
4.60(2H. s), 7.15-7.38(8H. 
m), 8.07(1 H. d, J=7.2Hz). 
8.56(1 H. dd. J=7.7. 2.0Hz). 
8.74(1 H. s), 8.95 (1H. d. 
J=7.2Hz). 10.78(1 H. s). 




A-211 
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NMR 


S*£(°c) 


H 
w 

r i 


A-212 


1H-NMR(CDCI3) 6: 
2.85(8H. s). 3.0CK4H, s). 
7.1 2-7.36(1 OH. m). 7.86(1H, 
d, J=7.2Hz). 7.92(2H. d. 
J=8.4Hz), 8.48(1 H. s). 8.47- 
8.53(1 H. m), 8.85(1 H. d, 
J=7.2Hz). 10.49-1 0.56(1 H. 
br). 
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®^(°C) 


H 

V H (^N-t 


A-217 


1H-NMR(CDCI3) 6: 
2.94(4H. m). 3.12(4H, m). 
7.1 3-7.31 (4H. m). 7.38(2H. 
t J=7.5Hz). 7.53(1 H. d, 
J=16.2Hz). 7.59(2H. d. 
J=7.5Hz). 7.83(1 H. d. 
J=7.2Hz). 8.50(1 H,s). 
8.59(1 H. d. J=7.5Hz), 
8.81(1 H. d. J=7.2Hz), 
1 0.95(1 H. s). 
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H 

YD 


A-222 


1H-NMR(CDCI3) 6 : 2.90- 
3.10(4H. m). 4.55(2H, s), 
6.55(1 H. d, J=7.4Hz). 7.10- 

7 4(V7H ml 7RRMW AA 
#.*ti/\/n, i n/, / .001 in, uu. 

J=7.4. 2.2Hz). 7.89(1 H. d. 
J=7.4Hr). 8.39(1 H.s). 
8.66(1 H. dd. J=7.4. 2.2). 
8.83(1 H. d. J=7.4Hz). 
8.95(1 H, d. J=2.2Hz). 
10.78(1 H.br.s). 




H , 

0 v\ 

HN^ 


A-223 






H 

0 

J H O 

6Y" 


-N 

Y> 


A-224 


— 


— 


H 




A-225 


— 


— 


H 

itVyVk 

° Vn 


A-226 







109 



WO 03/091256 



PCT/JP03/05024 




A-227 



KjftCC) 




A-228 




HN-/ 



A-229 



1H-NMRCCDCI3) (5: 2.77- 
2.88(8H. m). 4.4K2H. s). 
6.78(21-1. d, J=8.1Hz), 7.1 1- 
7.44(8H. m). 7.78(2H, d. 
J=8.1Hz). 7.82(1 H. d. 
J=7.2Hz). 8.39(1 H. s), 8.49- 
8.55(1 H. m). 8.8K1H. d, 
J=7.2Hz). 10.49-1 0.55(1 H. 
br). 
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NMR 



»jSCC) 




A-232 




A-233 



1H-NMR(CDCI3) 5:2.88- 
2.97(8H. m), 7.16-7.26(31-1. 
m). 7.98-8.01 (3H.m). 
8.52(1 H,m). 8.63(1 H. s). 
8.73(2H. dd. J=5.0. 1.7Hz). 
8.93(1 H. d. J=6.9Hz). 
1 0.52(1 H, s). 
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\ZZ 1 UJ s set 
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BuSCt) 
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IP 


A-238 


1H-NMWCDCI3) 6: 1.00- 
1.96(11H.m).2.80-2.89(8H, 
m), 3.8K2H. d, J=6.3Hz), 
7.04(2H, d. J-8.7nz;, /.i i 
7.26(3H. m). 7.84(2H, d. 
J=8.7Hz). 7.85(1 H. d. 
J=7.2Hz), 8.41(1 H. s). 8.50- 
8.55(1 H.m), 8.84(1 H, d. 
J=7.2Hz). 10.52-1 0.57(1 H. 
br). 
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A-243 




A-244 




A-245 



1H-NMR(CDCI3) 6 : 
2.86(8H. s). 5.17(2H, s). 
7.10-7.28(5H. m). 7.32- 
7.39(1 H, rn), 7.79-7.85(1 H, 
m). 7.87(1 H. d. J=7.2Hz). 
7.93(2H. d. J=8.7Hz). 
8.44(1H,s), 8.49-8.54(1 H. 
m). 8.6 1(1H, dd. J=4.8. 
1.2Hz). 8.71-8.74(1H. m), 
8.85(1 H, d. J=7.2Hz). 10.49- 
10.56(1 H. 




A-246 



1H-NMR(CDCI3) «5: 
2.85(8H. s). 5.16(2H, s). 
7.09-7.26(6H. m). 7.35- 
7.40(2H. m). 7.86(1 H. d. 
J=7.2Hz). 7.90(2H. d. 
J=9.0Hz). 8.43(1 H. s). 8.49- 
8.54(1 H. m), 8.85(1 H. d. 
J=7.2Hz). 10.50-10.56(1 H. 
br). 
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V H f^N'N 
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H 
N 

Vh l^YV 


A-251 


1H-NMR(CDCI3) 5:2.73- 
2.82(8H. m). 7.1 1-7.35(8H, 
m). 7.40-7.45(2H. m). 7.50- 
7.54(2H. m). 7.87-7.92(2H. 
m), 8.1 0(1 H. s), 8.48- 
8.53(1 H. m). 8.53(1 H, s). 
8.90(1 H, d. J=7.2Hz). 10.58- 
1 0.64(1 H.br). 
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u o ^ O 


A-253 






HN Y NH » 1.4HCI 

n h r f \\ 

us I 


A-254 


1H-NMR(d6-DMSO) 6: 
2.88-2.95C4H. br). 3.30- 
3.37(4H. br). 7.17-7.37(4H. 
m). 7.44-7.51 (4H, br). 

7 Rlf IM t 1-7 SHtI 

7.79(1 H. d. J=7.2Hz). 
7.99(1 H. s), 8.05(1 H. d. 
J=7.5Hz). 8.38(1 H. d. 
J=7.5Hz). 8.9 K1H. s). 
9.43(1 H. d. J=7.2Hz). 
1 0.40(1 H.br.s). 




H 


A-255 






H 


A-256 






H 

n H r N 

Cm ■ 


A-257 


1H-NMR(CDCI3) 6 : 1.92- 
2.04(4H. m). 2.55(4H. t 
J=4.8Hz). 7.01 -7.1 8(3H. m). 
7.41-7.67(4H. m). 7.79- 
7.85(1 H. m). 7.93(1 H. d. 
J=7.2Hz). 7.94-8.0 K2H. m). 
8.37(1 H. s). 8.49-8.55(1 H. 
m). 8.96(1 H. d. J=7.2Hz). 
1 0.61-10.67(1 H. br). 
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1H-NMR(CDCI3) 6: 
5.17(2H, s). 7.1K1H. d. 
J— o.Dnzj, /.l /Un, a, 
J=8.9Hz), 7.33-7.5K5H. m). 
7.58(1 H. d. J=3.5Hz). 
7.78(1 H. d. J=7.1Hz). 
7.90(2H, d. J=8.9Hz). 
8.50(1 H. s). 8.87(1 H.d. 
J=7.1Hz). 1 0.78(1 H. s). 
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NMR 






A-286 



A-287 



A-288 




A-289 



1H-NMRCCDCI3) d: 
2.86(8H. s), 2.94-2.98(4H. 
m). 7.10-7.33OH. m). 
7.87(1 H. d. J=7.2Hz). 
7.92(2H, d, J=8.1Hz). 
8.48(1 H, s), 8.47-8.53(1 H, 
m). 8.86(1 H. d. J=7.2Hz). 
10.49-1 0.54(1 H, br). 
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NMR 




■ H 

N h V ^ \ 


A-291 


1H-NMR(CDCI3) 6 : 
2.86(8H, s). 2.99(4H. s). 
6.86-7.02OH. m). 7.12- 
7.35(6H. m). 7.87(1 H. d. 
J=7.2Hz). 7.93(2H. d. 
J=8.4Hz). 8.48(1 H. s). 8.47- 
8.53(1 H. m). 8.86(1 H. d, 
J=7.2Hz). 10.50-10.56(1 H. 
br). 


jj "~~ 


H 


A-292 






NHzH 0 Q o 


A-293 


1H-NMR(d6-DMSO) 6: 
4.85(2H. br). 5.17(2H. s). 
6.44-6.51(1 H. m). 6.63(2H. 
d. J=6.6Hz). 6.79(1 H. d. 
J=7.2Hz). 7.08(2H. d. 
J=8.9Hz). 7.1 4(1 H, s). 7.30- 
7.49(5H. m). 7.52(1 H. d. 
J=7.2Hz). 8.27(2H, d, 
J=8.9Hz). 8.85(1 H. s). 
9.26(1 H. d. J=7.2Hz). 
1 0.7(1 H. br). 






A-294 




- 


H l^N-N 


A-295 


1H-NMR(CDCI3) <5: 
2.55(1 H, br.t, J=6.0Hz), 
3.01 (1H, dd. J=14.1. 7.2Hz). 
3.09(1 H, dd. J=14.1. 7.2Hz). 
3.68-3.90(2H, m). 4.37(1 H. 
m), 5.17(2H. s), 7.11(2H. d. 
J=9.0Hz). 7.19-7.52(10 H, 
m). 7.66(1 H. d. J=7.2Hz). 
7.85(2 H, d. J=9.0Hz). 
8.04(1 H. br.d. J=7.5Hz). 
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0 0 
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- 
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H 

ft 

N H 




D 


! A-299 


— 


— 


H 

ft 






A-300 






H 

ft 

U o ^ 




,CF 3 


A-301 


1H-NMFKCDCI3) 6: 
2.87(8H. s). 2.96-3.10C4H. 
m), 7.13-7.37(7H. m). 
7.56C2H. d. J=8.4Hz). 
7.88(1 H. d. J=7.2Hz). 
7.93(2H. d, J=8.4Hz). 
8.49(1 H. s), 8.48-8.54(1 H. 
m). 8.87(1 H. d. J=7.2Hz), 
10.54-1 0.56(1 H. br). 
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A-302 






H f^N'N 


A-303 


1H-NMR(CDCI3) <5: 
1.43(1 H. m). 1.83-1.94(3H. 
m). 2.37(2H. m), 2.73(2H. 
m). 3.24(2H, m), 3.63(2H. 
m;. 4.09UH. nv, o.ioun, s;, 
7.2K2H. d, J=8.6Hz), 
7.33(1 H. t J=7.8Hz), 
7.40C2H, t J=7.8Hz), 
7.48C2H. d, J=7.8Hz). 
7.62(1 H, d, J=7.5Hz). 
8.10(2H. d. J=8.6Hz 




H fy\ ■ 


A-304 


- 


- 




A-305 


j 






A-306 


- 


- 




A-307 







123 



WO 03/091256 PCT/JP03/05024 







NMR 


BjSCC) 


HP 


A-308 


- 
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- 
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J H f ? ^ 
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0 v> 


A-311 


1H-NMR(CDCI3) 6: 
4.89C2H. d. J=6.0Hz), 
5.13(2H. s), 6.99(1 H. dd, 
J=4 8 3 6Hz) 7 06-7.1 1(3H, 
m), 7.26(1 H.dd. J=4.8. 
1.5Hz). 7.32-7.49(5H. m). 
7.73(1 H. d, J=7.4Hz). 
7.86(2H. d. J=8.9Hz). 
8.1 5(1 H. br.t J=6.0Hz), 
8.43(1 H. s). 8.79(1 H, d. 
J=7.4Hz). 
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A-313 




OMe 



A-314 



1H-NMR(CDCI3) 6: 
2.86(8H, s), 2.89-3.00(4H, 
m). 3.79C3H. s). 6.84(2H. d. 
J=8.4Hz). 7.10-7.36C7H. m). 
7.87(1 H. d. J=7.2Hz). 
7.9 1(2H. d. J=8.4Hz). 
8.48(1 H, s), 8.47-8.53(1 H. 
m). 8.86(1 H. d. J=7.2Hz). 
10.51-10.56(1H. br). 




A-315 



1H-NMR(CDCI3) <5: 
2.03(2H. quint, J=7.2Hz), 
2.58(2H. t J=7.2Hz). 
2.83(2H, t J=7.2Hz), 2.87- 
2.93(4H, m). 3.1 0-3.1 8(4H. 
m). 7.11-7.34(8H. m). 
7.85(1 H, d. J=7.2Hz), 
8.31 (1H. s). 8.54-8.60(1 H, 
m). 8.80(1 H. d. J=7.2Hz). 
10.97-1 1. 04(1 H. br). 



Me02C 




A-316 



1H-NMR(CDCI3) <5: 
3.80(3H. s). 5.15(2H. s). 
5.73(1 H, d. J=7.2Hz), 7.33- 
7.45(6H. m). 7.47-7.5 1(4H. 
m). 7.65(1 H, d. J=7.1Hz). 
7.98(2H. d. J=9.0Hz). 
8.47(1 H. s). 8.77(1 H. d. 
J=7.1Hz). 8.86(1 H. br.d. 
J=7.2Hz). 
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H 

a" 0 qp 
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- 


mm 


0 Qj3 


A-321 






HP 


A-322 


1H-NMR(d6-DMSO) 6: 
2.84-2.89(4H. m). 3.06- 
3.09(4H. m). 5.18(2H. s), 
6.75(1 H. m). 7.14(2H. d. 
J=8.9Hz), 7.22-7.24(2H. m), 
7.33UH, t, J-/.onZA 
7.41 (2H.t, J=7.5Hz), 
7.58(1 H. d. J=7.2Hz). 
8.20C2H. d t J=8.9Hz). 
8.84(1 H. s). 9.30(1 H. d. 
J=7.2Hz). 10.37(1 H,s 
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A-323 




A-324 



1H-NMR(CDCI3) 6: 
0.9 1(6H. d. J=6.3Hz). 2.27- 
2.38(2H. m). 2.77-2.89(4H. 
m), 7.10-7.25(3H, m). 7.33- 
7.45(2H. m). 7.79-7.85(2H. 
m). 7.92(1 H. d. J=7.2Hz), 
8.42(1 H. s), 8.48-8.53(1 H. 
m). 8.89(1 H. d. J=7.2Hz). 
10.56-1 0.63(1 H, br). 



HjN^NH 




A-325 



1H-NMR(d6-DMS0) 8 : 
2.89 (4H. s). 5.14(2H. s). 
7.13(2H. d. J=8.7Hz). 7.16- 
7.27(2H. m). 7.29-7.37(2H, 
m). 7.42(2H. t. J=7.2Hz), 
7.50-7.54(2H. m). 7.74(1 H. 

J=7.4Hz), 7.94(2H. d. 
J=8.7Hz). 8.41(1 H. dd. 
J=7.5. 1.8Hz). 8.76(1 H. s). 
9.37(1 H. d. J=7.4Hz). 




A-326 



0 0 op 



A-327 



1H-NMR(CDCI3) 6 : 2.91- 
3.22(8H. m). 4.68-4.79(2H, 
m). 5.07-5.1 3(2H. m). 6.99- 
7.34(1 1H. m). 7.68-7.82(3H. 
m). 8.35-8.59(2H. m). 8.75- 
8.8K1H. m). 
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H 

6° Qp 


A-328 


1H-NMR(CDCI3) <5:3.24- 
3.87C4H. m). 5.15(2H. s). 
5.78-5.86(1 H. m). 7.14- 
7.17(2H. m), 7.30-7.63(1 1H, 
m), 7.99-8.02(2H. m), 
8.44(1 H, s). 8.73(1 H. m). 
9.23-9.29(1 H. m). 


- 


NH 2 

Vh rrt 


A-329 














H W=X 


A-330 


1H-NMR(CDCI3) 8 : 2.80- 
2.82(4H. br). 2.86-2.88(4H. 
br). 7.15-7.23(3H.m). 
7.55(2H. d. J=8.7Hz). 
7.94(1 H. d. J=7.2Hz). 
8.23(2H. d. J=8.7Hz). 
9.01 (1H. s).9.11(1H. d. 
J=2.1Hz). 9.70(1 H. d. 
J=1.8Hz). 9.82(1 H.s). 


264-266(d) 


0 h_ 


A-331 


1H-NMR(CDCI3) 6 : 
2.81 (4H, br.d. J=4.8Hz). 
2.87(4H. br.d. J=5.4Hz). 
7.12-7.22(3H. m). 7.33- 
7.37(1 H.m). 7.52(1 H.t. 
J=7.8Hz). 7.94(1 H, d, 
J=7.2Hz). 8.1 7(1 H. dd. 
J=7.8. 1.2Hz). 8.30(1 H.t. 
J=1.8Hz). 9.06(1 H. s), 
9.1 4(1 H. d. J=2.1Hz). 
9.70(1 H. s). 9.82(1 H.s 


230-232 
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it?* 
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A-332 


1H-NMR(CDCI3) 6 : 
2.8K4H. s). 2.85-2.87(4H. 
br.d. J=4.8Hz). 4.64(2H. d. 
J=5.4Hz). 7.07(1 H. t. 
J=7.2Hz). 7.1 3(1 H. d. 
J=7.8Hz). 7.26(1 H.t, 
J=7.5Hz). 7.35(1 H. d. 
J=7.5Hz). 7.54(2H. d. 
J=8.4Hz). 8.2K2H. d. 
J=8.7Hz). 8.95-8.97(1 H. m). 
9.08-9.09(1 H. m), 9.1 9( 


210-212 


H 

0 


A-333 


1H-NMR(CDCI3) <5: 
2.8 K4H. s), 2.85-2.87(4H, 
m). 4.65(2H. d. J=5.7Hz). 
7.07(1 H.t. J=7.2Hz). 
7.1 3(1 H, d. J=7.8Hz), 
7.26(1H,t J=7.8Hz), 7.32- 
7.37(2H. m). 7.50(1 H, t, 
J=8.1Hz). 8.1 5(1 H. dd. 
J=7.8, 0.9Hz). 9.01-9.03(1 H. 
m). 9.1 2(1 H.t J=2.1Hz). 
9.20(1 H. br 


185-188 


r^NH 2 


A-334 


1H-NMR(CDCI3) 6: 
1.89(2H,t. J=6.2Hz). 2.24- 
2.50(41-1, br). 2.60(2H. t. 
J=6.2Hz), 2.90(4H. t, 
J=4.5Hz). 7.13-7.280H. m). 
7.3K1H. ddd, J=8.1, 2.1. 
1.2Hz). 7.44(1 H. t. J=7.8Hz). 
7.85-7.9K1H. m), 7.89(1H. 
d. J=7.2Hz). 7.94(1 H. t. 
J=1.7Hz). 8.42-8.48(1 H. m). 




H f^N-N 


A-335 


- 


- 


H ff N , 


A-336 
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A-337 




- 




A-338 








A-339 


1H-NMR(CDCI3) 6: 1.05- 
1.31(3H.m). 1.57-1.68(2H. 
m). 2.00C2H, d. J=6.3Hz). 
2.57-2.69(2H, m). 3.02- 
3.1 K2H. m). 7.14-7.35C4H. 
m). 7.44(1 H, t. J=8.0Hz). 
7.89(1 H. d. J=7.2Hz). 7.87- 
7.93(1 H.m). 7.95(1 H, t 
J=1.8Hz), 8.40-8.45(1 H. m). 
8.49(1 H. s), 8.88(1 H, d. 






A-340 


- 


- 












A-341 


- 


- 


0 qp 


A-342 







130 




131 



WO 03/091256 PCT/JP03/05024 







NMR 


$£(°C) 


NHEt 

\aa/~CI 


A-348 


1H-NMR(CDCI3) 6: 
0.99(3H. t. J=7.2Hz). 1.14- 
1.30(2H. m), 1.80-1.9K2H. 
m), 2.31-2.49(1 H. m). 
2.45(2H, q, J=7.2Hz). 2.60- 
2.7K2H. m). 3.02-3.1 K2H. 
m). 7.11-7.28(3H, m), 7.31- 
7.37(1 H. m). 7.45-7.52(1 H. 
m), 7.88-7.96(3H. m), 8.43- 
8.48(1 H. m). 8.49(1 H. s). 8 




0„ f<f<i 


A-349 


— 




0 H 


A-350 


- 


- 


° ri 


A-351 


- 


- 


° 6~c, 


A-352 


- 


- 




A-353 
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CI 
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1 OH f^H f 

H A 




A-355 


- 


- 


cxs N N 


<N 

O-ci 


A-356 


- 


- 




A-357 










A-358 








-o 


A-359 






Et0 2 C 


LP 


A-360 


- 


- 


H0 2 C 

0 


LP 


A-361 
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A-362 


- 


- 




O-c, 


A-363 


- 


- 


era: 


a- 


A-364 
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9" !>. 


B-1 


- 


212-212 




B-2 


- 


- 


NHMe v *=/ Wl 


B-3 


- 


215-217 


HN J 


B-4 




_ 




B-5 




193-195 












B-6 


- 


187-189 


J, HPr W^c. 










B-7 
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■Mice) 




B-8 


- 


191-192 












B-9 


- 


206-208 










SMe 


B-10 




- 


1 


B-11 


- 


202-204 


H 2 N 

W I N V 

0 vp 


B-12 


- 


j 


H H f^N-»l 


B-13 
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B-14 


- 


- 




B-15 


- 


- 


P % 

NHMe ^/ 
CI 


B-16 


- 


226-228 


NHEt ^/ 


B-17 


- 


234-236 


T ci 


B-18 


- 


246-247 


^V^N^S^N-* N v 

<$% 

NHPr Va ==/ 


B-19 




235-237 
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IfcA OC) 


HM"^ H 


B-26 


1H-NMR(CDCI3) 6 : 2.03(2H, 
in), 2.57(2H, t. J=6.9Hz), 
2.9K2H, t, J=7. 5Hz), 
6.74(2H, n). 7.02(2H, m). 
7. 20-7. 31 (6H. in). 7.57(1H, 
m), 7.82(1H, d, J=7.2Hz). 
8. 29 (IH, s), 8.8K1H, d, 
J=7.2 Hz), 9.71 (IH, br- 
$). 




; tOl H fY* 

o /, 




B-27 


1H-NMR(d6-DMS0) <5 : 
5. 18(2H, s), 7.15(2H. d, 
J=9.0Hz). 7. 30-7. 43 (3H, 
m), 7. 47-7. 50 (2H, m), 
7. 56-7. 65 (3H. n), 7.72(2H, 
m). 7.96(1H. in), 8.23(2H, 
d, J=9.0Hz), 8.32(1H. m), 
8.69(2H, n). 8. 86 (IH. s), 
9.33(1H, d, J=7.2Hz). 
10.72(1H, s). 




H,N 


CI 


B-28 




184-186 


HN^| H |*^N- N 




B-29 


1H-NyR(CDCI3) 6 : 3.01 (4H, 
s), 3.03-3.10(4H, n), 
3. 19-3. 27 (4H, in). 6.74- 
6.81 (IH, n). 6.95-7.02(1H, 
m), 7. 18-7. 38 (8H. m), 
7.67(1H. t, J=2. 1Hz), 
7.80(1H, d. J=7.5Hz). 
7.92(2H. dt. J=8.4, 
1.8Hz), 8. 52 (IH, s), 
8.850H. d, J=7.2Hz), 
9.64-9.70(1H, br-s). 




V 1 


B-30 




203-204 
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NMR 


JBt/SlOC) 


y„ f^N-N 


B-31 


1H-NHR(d6-DMS0) « : 
1.34(6H, t. J=6.9Hz). 
2.73(8H, br), 3.97(4H, q, 
J=6.9Hz), 6.93(1H, s), 
7.14-7.34(4H, m). 7. 51 (IH. 
t, J=7.8Hz). 8.16(1H. s), 
8.25(1H, d. J=7.8Hz). 
8.29-8.32(1H, m). 8.82(1H, 
s), 10.39OH, br-s). 




n 

h ft 

ft i 

ffi N "n N 

^ ° <Oi 


B-32 








B-33 


1H-NMR(CDCI3) 6 : 1.22- 
1.382H. ra), 1.80-1. 91 (2H. 
m). 2.18C6H. s). 2.28(2H, 
t. J=6.6Hz). 2. 33-2. 46 (IH, 
n), 2.5K2H. t. J=6.6Hz), 
2.60-2.74(1H, hi). 3.02- 
3.13(2H. in), 7.11-7.27(3H. 
m), 7. 29-7. 35 (IH, m). 
7.48(1H. t, J=7.8Hz). 
7. 87-8. 00 (3H. m), 8.41- 
8.47(1H. m). 8.49(1H. s), 
8.880H, d. J=7.2Hz), 
10. 45-10. 51 (IH. br-s). 




HN^ Me H f^V'\ 


B-34 




— 




B-35 


1H-NMR(CDCI3) <5 : 3.02- 
3.2K8H, m), 7.00(2H. dt. 
J=9.0, 2.1Hz), 7.47- 
7 <;qC?h n) 7 69 (2H dt. 
J=9.0, 2.1Hz), 7.82- 
8.03(4H, n), 8.14(1H, dd, 
J=8.4, 1.5Hz), 8.50(1H, 
br-s), 8.66(1H, s), 
8.88(1H, d, J=6.9Hz), 
9. 64-9. 72 (1H, br-s). 
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/IHEt 










B-44 




_ 












B-45 


- 


- 


HN^ H f~<[\ 

Me 0 Qp 


B-46 


- 


- 


^OH 


B-47 






0 vp 


B-48 


- 


- 


IV o 


B-49 
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H 

C") 

N H f^H'K 

0 


B-50 






H 

I j^ N ^| NHMe 

N h Ary 


B-51 








B-52 


1H-NMR (CDCI3) 6 : 1.13- 
1.29(2H, m). 1. 53-1. 63(2H. 
n), 1.72-2. 00 (2H, ra), 
2. 36-2. 50 (1H. ra). 2.60- 
2.72(2H, n), 2. 58-2. 71 (4H, 
ra), 2.99-3. 11 (2H, ra), 
3.76(2H. br-t, J=5. 3Hz). 

7 19-7 97 MM m) 7 33- 
7.39(1H, ra), 7.480H, t, 
J=7.8Hz), 7. 88-7. 95 <3H, 
ra), 8.44(1H, br-d, 
J=7.8Hz), 8.48(1H, s), 
8.90(1H, d, J=7.2Hz), 
10.48-10. 56(1H, br-s). 




h r~\ 

ft I 
V« rrt 


B-53 
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B-54 


1H-NUR(CDCI3) 5: 1.16(3H, 
t, J=7.2Hz), 1.880H. ■), 
2.270H. in). 2.74(2H, dq. 
J=7.2. 1.5Hz). 3.12(1H, 
in), 3.34 0H, ■). 3.43- 
3.58(3H, m). 6.60(2H. d. 
J=9.0Hz). 7. 32 OH. ddd. 
J=8.4. 2.1. 0.9Hz), i 
7.44(1H. t. J=7.8 Hz), 
7.65(2H, d. J=9.0Hz), 
7.85(IH, dt, J=0.9, 
8.4Hz). 7.86C1H. d, 
J=7.2Hz). 8. 16 (1H. t, 
J=1.8Hz), 8.53C1H, s;, 
8.850H, d, J=7.2Hz), 
9.56(1H, s). 




X 








i-PrOH H 2 0 \\* cl 


B-55 




117-1 28(d) 


HN. J Me U 


B-56 


- 


- 










HN^ F 


B-57 
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0 

i-PrOH fV 


B-58 




157-1 59(d) 


i-PrOH 


B-59 




150- 154(d) 


H 

ft 


B-60 


- 


- 


^ N A^ o k 


B-61 


- 


- 




B-62 
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1H-NMR(CDCI3) <5 : 1.20- 
1.37 (2H. B). 1.78-1. 90 (2H, 
ra), 2. 36-2. 50 (1H, m), 
2.55(2H, br-t. J=5.3Hz), 
2. 60-2. 72 (2H, m), 3.02- 
3.13(2H, w), 3.49(2H, br- 
t, J=5.3Hz). 7. 13-7. 28 (3H, 
m), 7. 31-7. 36(1H. m), 
7.47(1H, t, J=7.8Hz), 
7. 88-7. 96 (3H, m), 8.44(1H, 
br-d. J=7.5Hz). 8.49(1H, 
s), 8.90OH, d. J=7.5Hz). 
10.48-10. 55(1H, br-s). 



B-64 



1H-NMR(CDCI3) «5 : 3.03- 
3.07(4H. m). 3. 20-3. 24 (4H, 
m), 4.23(1H, br), 4.43C2H, 
br). 6. 74-6. 83 (3H, ra) , 
6.99C1H, m), 7. 26-7. 45 (6H, 
m), 7.63(1H, t. J=2. 1Hz). 

74 (1H. d. J=7.5Hz). 
7.82(2H, d, J=8.4Hz), 
8.42(1H, s), 8.80(1H. d, 
J=7.SHz), 9.66 0H, s). 




B-65 



1H-NMR(CDCI3) 6 : 0.88(6H. 
d, J=6.6Hz), 1.19-1.35(2H. 
in), 1.45-1. 65 (1H. m). 
1.80-1. 91 (2H, m). 2.24C2H, 
d. J=6.6Hz), 2.29-2.430H, 
in). 2. 61-2. 73 (2H, in), 
3.02-3. 13(2H, ra). 7.11- 
34(4H, ra), 7.48C1H, t. 
J=7.8Hz), 7. 87-8. 00 (3H, 
a), 8.41-8.470H, m) , 
8.50(1H, s), 8.88(1H, d. 
J=7.2Hz). 10. 45-10. 52 (1H, 
br-s). 




B-66 



1H-NMR(d6-DMS0) <5 : 
2.74(8H, br), 7.02(1H, td. 
J=8.4, 3.0Hz), 7.33- 
7.41 (2H, m), 7.57(1H, t. 
J=8. 1Hz), 7.76(1H, d, 
J=7.5Hz), 8.1K1H. s). 
8. 20-8. 24 (2H, m), 9.00(1H, 
s), 9.42(1H. d, J=7.5Hz), 
10.48OH. br-s). 
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H 


B-72 


- 


- 


A 

NHCONHj W/ Cl 


B-73 


- 


— 


1 

ft 

N h f**A 

^ 0 <M 


B-74 


— 




A 
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HN^ l|te f^<[\ 


B-76 







149 



WO 03/091256 PCT/JP03/05024 



(S2(DO-J^) 



HO;® 




NMR 






R-77 

D f 1 


1H-NMR(C0CI3) 6 : 
1.02(2H, m), 1.22- 
1.32(3H f ra) f 1.59- 
1.90(5H, m), 3.03- 
3.07(6H, m), 3.22(4H,. 
m), 6. 74-6. 78 (3H. m) , 
7.02(1H, dd, J=7.8, 
1.8Hz), 7.29(1H, t, 
J=7.8Hz), 7.63(1H, t, 
J=2.1Hz), 7.74(1H, d, 
J=7.5Hz), 7.80(2H, d, 
J=9.0Hz). 8.42C1H, s), 
8.80OH, d, J=7. 5Hz), 
9.68(1H, s). 




LJ 

M 

N Me f^N'N 


D 7D 
D-/0 




• 












1 

c 


^ U I X> 
V IT N V ' 
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CC) 


H 

n jTX) 

W/-a 


B-82 






H f^N'N 

HN^ 


B-83 


1H-NMR (CDCI3) 6 : 3.07 
(4H, ni), 3. 16(4H, m). 
6.99(2H, d, J=9.0Hz), 

_ _ _ / - » 1 V V 1 p /til i. 

7. 73(1H, n), 7.45(1H, t, 
J=7.8Hz), 7.69(2H, d. 
J=9.0Hz), 7.84(1H, rn). 
7.88(1H, d, J=7.2Hz), 
8. 17 (1H. t, J=1.8Hz), 
8.54(1H. s), 8.87(1H. d, 
J=7.2Hz), 9.63(1H, s). 




XJ ° Qp 


B-84 






Y h A3 


B-85 


1H-NMR (d6-DMS0) 6 : 
2.76(8H, br), 6.90(1H, 
s), 7. 12-7.62(9H, m), 
8.21 (1H, s), 8.24- 
8.34(2H, m) . 9.00(1H, 
s), 10.43OH, br-s). 


- 


a ' Q 


B-86 
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1H-NMR(C0CI3) 6 : 
3.04C4H. m). 3. 12(3H, 
s). 3.22C4H. n). 
4.63(2H. s). 6.7SOH, 
ra), 6.90(2H. d, 
J=9.0Hz). 6.98(1H, m), 
7. 24-7. 37 (6H. m), 
7.63(1H, t, J=2.1Hz). 
7.73(1H, d, J=7.5Hz). 
7.85(2H. d, J=9.0Hz), 
8.43 (1H, s), 8.78(1H, 
d, J=7.5Hz), 9.66 (1H, 
br-s). 



HN^) H [^N-N 

° H 




B-88 




B-89 




B-90 
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«/5(t;) 




B-91 


1H-NHR(CDCI3) 6 : 1.08- 
1.25(2H, m). 1.30- 
1.71 (3H, m). 1.88(2H, d, 
J=6.9Hz), 2. 56-2. 68 (4H, 
ra), 3.01-3. 11 (2H. in), 
3. 51-3. 58 (2H, m). 7.13- 

_ at a # *1 1 \ ^ 1A / ill 4 

7. 34 (4H, ra), 7.430H, t. 
J=7.8Hz). 7. 89-7. 97 (2H. 
m), 7.90(1H, d. 
J=7.2Hz), 8. 40-8. 45 (IH, 
m), 8.49(1H. s). 
8.88(1H. d. J=7.2Hz). 
10. 50-10. 57(1H. br-s). 




HN~^0 

0 v~Vci 


B-92 
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- 


0 

nni u n 








° 0~CI 


B-93 


• 




9.0 
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HN^l H f^f\ 


B-110 


1H-NMR(CDCI3) 6 : 
1.28(6H, d, J=6. 6Hz). 
3.05C4H. in), 3.21(4H, 
m). 4.38C1H. sept, 
J=6.6Hz), 4.5H2H, s). 
6.75(1H. in). 6.87(2H, d. 
J=9.0Hz), 6.97(1H, ra), 
7. 24-7. 34 (6H, m), 
7. 61 (1H, m). 7.72(1H. d. 
J=7.2H2). 7.79(2H, d, 
J=9.0Hz), 8.40(1H, s), 
8.78(1H. d. J=7.2Hz). 
9.64(1H. s). 
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1H-NMR (CDCI3) 5 




B-127 



m), 1.12- 
m). 1.64- 
m), 3.04- 
m), 3.21- 
n), 6.76(1H. 
m). 6.82(2H, d, 
J=8.7Hz), 7.04(1H, m). 
7.29C1H, t. J=7.2Hz), 
t, J=2. 1Hz), 
d. J=7.2Hz), 
d. J=8.7Hz), 
s). 8.80(1H, 



0.S9C2H. 
1.3K3H, 
1.86 (6H, 
3.07 (7H, 
3.25(6H, 



7.62(1H, 
7.73(1H, 
7.85(2H, 
8.43(1H. 



d. 



J=7.2Hz), 9.68(1H, s). 
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B-130 




B-131 



1H-NMR(CDCI3) 6: 2.81- 
2.8B(8H, m), 5.15(2H. 
$), 7.13(2H, d, 
J=9.0Hz). 7.23(1H, 0, 

7.5Hz). 7. 32-7. 48 (6H. 
m), 7. 83-7. 88 (3H, n). 
8.43(1H, s), 8.85- 

88(2H, m), 10.46(1H, 
$). 




B-132 




B-133 



1H-NHR(CDCI3) 6 : 
2.0K2H, br-t, J=5.4Hz). 
2. 29-2. 54 (4H, br), 
2.90(4H, t, J=4.7Hz), 
3.45(2H. t, J=5.4Hz). 
7. 13-7. 33 (4H, m), 
7.43(1H, t, J=8. 1Hz). 
7.85(1H, dt, J=7.5, 
1.4Hz), 7.890H, d. 
J=7.2Hz). 7.94(1H. t. 
J=1.8Hz), 8.450H. br-d. 
J=7.5Hz). 8.48(1H. s). 
8.89(1H, d, J=7.2Hz), 
10.S1-10.S8(1H. br-$). 
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NHMe 
N H l^rt 

^ O-c. 


D 1 


IH-NHR(CDCI3) fi: 1.08- 
l.25(2H, m), 1.30- ! 
l.67(3H, m), 1.84(2H, d. 
J=6.6Hz), 2.30(3H, s), 
2. 56-2. 68 (2H, n), 3.01- 
3.10(2H. m). 7.13- 
7 lA(m m) 7 44(1 H. t. 

J=8.1Hz), 7.89C1H, d, 
J=7.2Hz), 7. 91-7. 97 (2H, 
m), 8.420H. br-d, 
J=7.2Hz), 8.49(1H, s), 
8.880H, d. J=7.2Hz). 
10. 50-10. 57(1H, br-s). 
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ii 2HCI 
ft 

ifVl' N L 

l^J o jK 


B-141 






h rr\ 


D 1 «*t 


1H-NMR(d6-DMS0) 6 : 
0.80-2.00 (11H. in), 
2.9K2H, t, J=6.0Hz), 
3.28(8H, m), 5.76(1H, 
br). 6.68(2H. d. 
J=9.0Hz). 7.06(2H. d, 
1=4 IH7I 7 51 (IH. d. 
J=7.2Hz). 7.75(2H. d. 
J=9.3Hz), 7.97(2H, d. 
J=9.0Hz), 8.70(1H, s). 
8.87(2H, br), 9.23 0H, 
d. J=7.2Hz), 10.37OH, 
s). 
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.OH 
HN^ 0H 


B-146 


1H-NMR(CDCI3) 6 : 1.24- 
1.41 (2H, 111), 1.74- 
1.86(2H, hi), 2.40- 
2. 52 (IH. m). 2.60- 
2.73(3H. m), 3.02- 
3.13(2H. in). 3.42 0H, 
dd. J=10.7. 4.8Hz). 
3.53(1H, dd, J=10.7, 
4.8H2), 7. 13-7. 28 (3H, 
in). 7. 31-7. 37 (IH. m). 
7.47(1H. t. J=8.1Hz), 
7.90OH. d, J=7.2Hz). 
7. 92-7. 98 (2H, in). 
8.44(1H. br-d. J=7.8Hz). 
8.50(1H. s). 8.89(1H. d, 
J=7.2Hz), 10.47- 
10.54(1H. br-s). 
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^-v^NHSOjMe 


B-147 


1H-NMR(d6-0MS0) 6 : 
1.40(2H, m), 1.78(2H, t, 
J=6.9Hz). 2.30(4H, br), 
2. 78-2. 87 (6H. m> . 
2.85(3H. s), 6.89(1H, t, 
J=5.4Hz), 7. 15-7. 30 (3H, 
m), 7. 37-7. 42 (1H. in). 
7. 57(1H, t, J=8.1Hz), 
7.75(1H. d, J=7.2Hz), 
8. 06-8. 1 1 (2H. ■). 8.29- 
8.32(1H, hi), 8.93(1H. 
s), 9.42(1H, d, 
J=7.2Hz), 10.40(1H, br- 
s). 
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■WtCC) 


NHEt 

N H | | s > 


B-160 


1H-NMRCCDCI3) 6 : 
0.89(3H, d, J=7.2Hz), 
1.49-1. 64(1H, fli), 2.03- 
2.17(1H, m). 2.30- 
2.50(2H. m), 2.86- 
2.96(1H. ni). 3.11- 
3.33(4H, m), 7.11- 
7.2K3H, m). 7.29- 
7.35(1H, m), 7.44(1H, t, 
J=7. 8Hz), 7. 87-7. 94 (2H, 
m). 7.980H. t, 
J=1.8Hz), 8.33-8.41(1H, 
m), 8.52(1H, s), 
8. 88 (1H, d, J=6.9Hz), 
10.30-10. 38(1H, br-s). 
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269-271 




B-166 



1H-NMR (CDCI3) 6 : 
0.83(2H, q, J=7. 2Hz) , 
1.08-1. 35 (3H, n), 1.53- 
1.63(2H, m), 2.33- 
2.40(2H, m), 2.37(3H, 
s), 2. 55-2. 67 (2H, m), 
2. 98-3. 07 (2H, re), 7.13- 
7.32(4H, ra). 7.430H, t, 
J=7.8Hz), 7. 87-7. 97 (3H, 
m), 8. 39-8. 45 (1H, m) , 
8.490H. s), 8.88(1H, d. 
J=7.2Hz), 10.51- 
10. 57(1H, br-s). 
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j^NHS0 2 Me 






B-169 



1H-NMR (CDC 1 3) 6 : 1.53 
1.630H, m), 2.05- 
2.16(1H, m), 
2.56(2H, m), 
2. 97 OH, n), 
ro), 
m), 



B-170 



28 (4H, 
3.4K2H, 
7. 18(3H. m). 
7.350H. ro). 



2.42- 
2.90- 
3.16- 
3.37- 
7.14- 
7.31- 

7.440H, t, 



J=7.8Hz). 7.85-7. 89(1H, 
■), 7. 90 OH, d, 
J=7.2Hz). 7.98(1H, t, 
J=1.8Hz), 8.36-8.39(1H, 
m), 8.510H, s), 
8.89C1H, d, J=7.2Hz), 
10.35OH, br-s). 
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125-127 



124-125 
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NMR 






B-172 


1H-NMR(CDCI3) <5 : 1.58- 
1.66(1H, m), 1.92- 
K 99 (IH. m), 2.57- 
2.61(1H, in), 2.68- 
2.72(1H, m), 2.87- 
2.9K2H, m), 3.17- 
3.25(2H t m). 3.31- 
3.37(2H, m), 3.44- 
3.5H1H, d) v 6.40(2H, 
$). 7.0K1H. t, 
J=6.9Hz), 7.10-7. 19(2H, 
n), 7.39(1H, d, 
J=7.8Hz), 7.53(1H, t, 
J=7.8Hz), 7.72(1H, dd, 
J=7.2, 2.1Hz), 7. 92 (IH, 
d, J=7.8Hz), 8. 18(1H, d, 
J=1.5Hz), 8.24(1H, d, 
J=7.2Hz), 9.00(1H, d, 
J=1.8Hz), 9.40(1H, dd, 
J=7.2, 2.1Hz). 10. 33 (IH, 
s). 


151-152 


> ir 5, 2HCI 3/2H, ° 


B-173 




160-162 












B-174 


1H-NMR(CDCI3) 6 : 
0.77(2H, q. J=7.2Hz), 
1.07-1 . 37 (3H, m), 1.50- 
1.61 (2H. m), 2.48(2H, t, 
J=7.4Hz), 2. 55-2. 66 (2H, 
m), 2. 98-3. 07 (2H, m), 
7. 13-7. 33 (4H, in), 
7. 43 (IH. t, J=7.8Hz). 
7.83-7. 96 (3H. mh 8.40- 
8.45(1H, id), 8.49(1H, 
s), 8.88(1H, d. 
J=7.2Hz), 10.51- 
10.57(1H. br-s). 
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NMR 




B-177 




B-178 



1H-NMRCC0CI3) <5 : 0.80- 
0.97(1H, m), 1.23- 
1.65C4H. b). 2.28- 
2.58(4H. n). 2.95- 
3.16(2H, m), 7.10- 
7.27(3H, m). 7.30- 
7.36C1H. m), 7.40- 
7.480H, m), 7.82- 
7.87(2H, ■), 7.9H1H, d, 
J=7.2Hz), 8.44C1H. s). 
8.47-8. 53(1H, n) , 
8. 88(1H. d, J=7.2Hz), 
10. 47-10. 54(1H, br-s). 
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B-184 



NMR 



1 H-NMR (CDC 1 3) 6 : 1.17- 
. 35(2H, n), 1-79- 
91 (2H, m). 2.19- 
.32(1H, ra), 2.25(3H, 
s), 2. 58-2. 71 (2H. m), 
00-3.1 2 (2H. m), 
13(2H. s), 7.11- 
.23(5H, m), 7.31- 
.5K5H, n). 7.85 0H. d, 
=7.2Hz), 7.90(2H. dt, 
J=9.0. 2.1Hz), 8.4K1H. 
s), 8.44(1H, br-d. 
=7.5Hz), 8.84(1H. d. 
=7.2Hz), 10.44- 
10.5K1H, br-s). 
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NHMe 

H 


B-188 


1H-NMR (CDCI3) <5 : 1-21- 
1.38(2H, a), 1.80- 
1.92(2H. m), 2.21- 
2.38(1H. m), 2.26(3H, 
s), 2. 57-2. 70 (2H, ra). 
3.01-3. 11 (2H. a), 
4.39(2H. s). 6.80(2H, 
dt, J=8.7, 2.1H2), 7.10- 
7.45(8H, ra). 7.77(2H, 
dt, J=8.7, 2.1Hz). 
7.81 (IH, d, J=7.2Hz), 
8.37(1H. s). 8.440H, 
br-d. J=7.5Hz). 8. SI (IH. 
d, J=7.2Hz). 10.44- 
10. 51 (IH. br-s). 




NHMe 

Q o 


B-189 


1H-NMR (CDCI3) <5 : 1.16- 
1.35(2H. ra). 1.79- 
1.9K2H. ra). 2. 16- 
2.33(1H. m). 2.2K3H, 
s). 2. 58-2. 71 (2H. m), 
2.94-3. 13(6H. ra). 7.11- 
7.40(10H. ra). 7.87 (IH, 

A 1-7 CU-*\ 7 01 (OU 

d, J-/. oHZJ , / . y 1 un, 
br-d, J=8.4Hz), 8.44(1H. 
br-d. J=7. 5Hz). 8. 47 (IH. 
s). 8.860H, d. 
J=7. 5Hz). 10.45- 
10. 53 (IH, br-s). 
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NHMe 




B-191 



1H-NMR(CDCI3) 
.32(2H, m), 
.91(2H, m), 
2.341H, in), 2 
2. 58-2. 70 (2H, 
3.10(2H, m), 
J=12.2Hz), 6. 
J=12.2Hz), 7. 
7.39O0H, m), 
d, J=8.4Hz), 
d, J=7.2Hz), 
dt, J=8.4, 1. 
8. 47 OH, n), 
s), 8.850H, 
J=7.2Hz), 10. 
10.480H, br- 



B-192 



NMR 



6 : 1. 15- 

1.79- 

2.18- 
23 (3H, s), 
n), 2.99- 

6.61 (1H, d, 

67 (1H, d, 

11- 

7.42(2H, 
7.87 (1H, 
7.86(2H, 
8Hz), 8.41- 
8. 47 (1H, 
d, 

40- 

s). 



1H-NMR(CDCI3) 6: 1.19- 
1.36C2H. ■), 1.81- 
1.92(2H, n), 2.14- 
2.320H, m), 2.18(3H, 
s), 2. 59-2. 71 (2H, m), 

02-3.14(2H, m), 7.12- 
7.32(7H, m), 7.34- 
7.420H, m), 7.51- 

58(2H, m), 7.69 (2H, 
d, J=8.4Hz), 7.890H, d t 
J=7.5Hz), 7.98(2H. d, 
J=8.4Hz), 8. 45-8. 50 (1H, 
m), 8. 44 OH. s), 
8.870H, d, J=7.5Hz), 
10. 48-10. 540H, br-s). 




B-193 



1H-NMRCCDCI 3) 6 : 
0.74(6H, d, J=6.6Hz), 

14(1H, quint, 
J=6.6Hz), 2.36-2.540H, 
br), 2.92(4H, br-t, 

4.8Hz), 7. 13-7. 33 (4H, 
n). 7.410H, t, 
J=7.8Hz), 7. 85-7. 93 (2H, 
m), 8. 01 OH, t, 
J=1.8Hz), 8. 40-8. 46 OH, 
n), 8.510H, s), 
8. 88 (1H, d, J=7.2Hz), 
10. 42-10. 59(1H, br-s). 
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HN^ 

0 H 


B-195 


1H-NMR(CDCI3) 6: 

0. 9K6H, d, J=6.0Hz), 
1.12-1.30(2H, m), 1.79- 
1.91(2H, m), 2.39- 

2. 54 (IH, m), 2.60- 
2.82(3H, m), 3.02- 
3. 12(2H, m), 7.13- 
7 IfifdH 7 48(1H t. 

1. JO vlrli 111/ t l."tu\iii| i» 

J=7.8Hz). 7. 88-7. 99 (3H, 
in), 8. 42-8. 47 (IH. id), 
8.490H, s), 8.89(1H. d, 
J=7.2Hz), 10.48- 
10.54(1H. br-s). 
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B-196 



1H-NMR (CDCI3) 6 : 1.57- 
1.66(1H, id), 1.70- 
1.87(2H, ■). 2.02- 
2.13(1H, it), 2.54- 
61 (1H, m), 2.64- 
70(1H, id), 2.81- 
2.890H, m), 3.41- 
3.50(2H, m), 7.13- 
23 (2H, di), 7.27- 
35 (2H, m), 7.42- 
7.470H, id), 7.80OH, 
t, J=1.8Hz), 7.89(1H, 
d, J=7.5Hz). 7.81- 
7.93(1H. id), 8.46(1H. 
s), 8.5K1H, dd. J=7.5, 
1.8Hz), 8.87(1H, d, 
J=7.2Hz), 10.66(1H, s). 



168-170 




B-197 



1H-NMR(C0CI3) 6 : 1.72- 
1.84(2H, m). 2.15- 




m), 

Dl), 

id), 

id), 

id), 
id). 



HCI CHjOH 



B-198 



2.24(1H. 
2.95(5H, 
3.63(3H, 
4.00(1H, 
5.20OH, 
7.25(2H, 
d, J=7.2Hz). 
t, J=7.8Hz). 
d, J=7.2Hz). 
s), 8. 16-8. 22 (2H, id). 
8.58 0H, br-s), 
8.73(1H, br-s), 
8.99(1H, s). 9.42(1H, 
d, J=7.2Hz). 10.39OH, 
s). 



2.78- 
3.52- 
3.91- 
5.14- 
7.15- 
7.40(1H, 
7.58(1H, 
7.74(1H, 
8.10OH. 



118-121 
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B-199 




152-155 


NHEt 

CF 3 W 


B-200 






H 

cY 

N H f V n> 

6" "r 

\^ r \\ 


B-201 


1H-NMR(C0CI3) 6 : 
0.93(3H, d, J=6.0Hz), 
2. 39-2. 48 (1H. m). 2.62- 
2.94(6H, m), 7.11- 
7.2B(3H. ra), 7.31- 
7.370H, ra), 7.43(1H, 
t. J=8. 1Hz), 7.84- 
7.93(3H, m), 8.46(1H, 
s), 8.47-8. 53 (1H, ra), 
8.88 0H, d, J=7.5Hz), 
10. 54-10. 62 (1H, br-s). 
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sa.e.oc) 


hn-y oh 


B-207 


1H-NMR(C0CI3) 6 : 
1.09(3H, d, J=6.3Hz), 
1.15-1.32(2H, m), 1.75- 
1.87(2H. m), 2.07C1H. 
dd. J=11.7. 9.6Hz), 
2. 26-2. 39(1H, a), 2.55- 
2.70(3H. ro). 3.00- 
3.1K2H, ro). 3.46- 
3.59(1H. ro). 7.13- 
7.27(3H. ro). 7.30- 
7 UHH ro) 7 46(1H. 
t, J=7.8Hz), 7.87- 
7.95(3H, ra). 8.44(1H. 
br-d. J=7.5Hz). 
8.48(1H, s), 8.89(1H. 
d. J=7.5Hz), 10.49- 
10.56(1H, br-s). 




HN^ 0H 


B-208 


1H-NMR(C0CI3) 6 : 

0.9K3H. d. J=6.3Hz), 

1.20-1. 37(2H, m). 1.71- 

1.86(2H, ra), 2.37- 

2.50(1H, m), 2.60- 

2.72(3H. m). 2.99- 

3.12(3H, m). 3.4K1H. 

dd. J=10.2. 4.2Hz), j 

7. 13-7. 27 (3H, m), 7.30- 

7 1fi(1H m) 7 47(1H 
/ . jo \ irii hi/ . i . m i \ ni. 

t, J=8. 1Hz). 7.88- 
7.97(3H. m). 8.44(1H. 
br-d. J=7.SHz). 
8.490H, s), 8.890H. 
d. J=7.2Hz). 10.47- 
10.54(1H, br-s). 




NHEt 

r 

id jfX> 

V 0 A 

If, W>-c, 
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B-214 


1H-NMR(CDCI3) 6 : 
0.91(3H, d, J=6.3Hz), 
1.20-1.37(2H, id), 1.71- 
1.86(2H. m). 2.37- 
2.50(1H. m). 2.60- 
2.72(3H. m). 2.99- 
3.12(3H. m). 3.4K1H, 
dd, J=10.2, 4.2Hz). 
7. 13-7. 27 (3H, m), 7.30- 
7.36(1H. m). 7.47(1H. 
t, J=8. 1Hz). 7.88- 
7.97(3H. m). 8.44(1H, 
br-d, J=7.5Hz), 
8.49(1H. s). 8.89(1H, 
d, J=7.2Hz). 10.47- 
10.54(1H, br-s). 
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97-98 


| NH, 


B-216 
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B-217 



1H-NMR(CDCI3) 6: 
15(3H. t, J=7.2 H2), 
.53(2H, ■). 2.03(2H. 
i), 2.65(1H. m), 
2.73(2H, q, J=7.2Hz), 
84 (2H. m). 3.76(2H, 
n). 5. 16 (1H, s), 

78(1H, m), 6.96(1H, 
m). 7.15(2H, d, 
J=9.0Hz), 7.27(1H, t, 

8.1Hz), 7. 33-7. 45 (3H, 
n). 7.49(2H, m), 
7.63(1H. t, J=2.1Hz), 
7.78(1H, d, J=7.SHz), 
7.92(2H. d, J=9.0Hz), 
8.46 0H. s), 8.83(1H, 
d, J=7.5Hz), 9.63UH, 
s). 
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NHEI 
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H 

HN^J Kj O 
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H 


B-222 






H 


B-223 








B-224 






H (^ N *^> 

a 
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« in& 

HN J \L 1 


B-226 






1 H 

In y N L ' 

\J 0 >^ j 


B-227 


1H-NUR(d6-DHS0) 6 : 
2.78(4H, br), 2.82(4H, 
br). 7. 38-7.41 (IH, m). 
7. 46 (IH, d, J=8.7Hz), 
7. 54-7. 59 (2H, a). 
7.77 0H, d, J=7.2Hz), 
8.13(1H. s). 8.25(1H. 
d, J=7. 8Hz). 8.68(1H, 
s), 9.01 (IH, s), 
9.43(1H, d, J=7.2Hz). 
10. 31 (IH. br-s). 






1 B-228 






h frS 

j ^M-^ 0 f\ 
\ HN J Vsa/ 


B-229 






MeU^ 1 0 f\- a 
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H£ CC) 




B-231 


1H-NMR (CDCI3) 6 : 
1.09C3H, d, J=6.3Hz), 
1.15-1.32(2H, ro), 1.75- 
1.87(2H, ro), 2.07C1H, 
dd, J=11.7, 9.6Hz), 
2. 26-2.39(lH, n), 2.55- 
2.70(3H, 01), 3.00- 
3.1K2H, n), 3.46- 
3.590H, m), 7.13- 
7.27(3H, n), 7.30- 

7 1C hu -\ 7 AC / Ml 

7.36UH, m; , /.4oUn, 
t, J=7.8Hz), 7.87- 
7.95(3H, m), 8.44(1H. 

hr-rf 1=7 W7) 

or a, J 1 . , 
8.48(1H, s). 8.89(!H, 
d, J=7.5Hz), 10.49- 
10.56(1H, br-s). 




^NHEt 








a 


B-232 








B-233 


- 


- 










XkCQ 


B-234 






0 f\ a 
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B-235 




B-236 




B-237 



HO 



■cucr 




B-238 



1H-NMR(d6-DMS0+C030D) 
6 : 1.78-1.94 (2H. re), 
2.07-2. 20(2H, m), 3.06- 
3. 16 (2H, m), 3.23- 
3.34(2H, m), 4.62- 
4.72(1H, m), 7.10(2H, 
d, J=8.7Hz) t 7.37(1H, 
d, J=9.0Hz), 7.540H, 
t, J=7.5Hz). 7.67(1H, 
d, J=7.5Hz), 7.77(2H, 
d, J=8.7Hz). 8. 27 OH, 
d, J=9.0Hz), 8.35(1H, 
s), 8.96(1H. s), 
9. 31 (1H, d, J=7.5Hz). 
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B-239 


1H-NMR(d6-DMS0) 6: 
1.71-1. 90 (2H, m), 2.07- 
2. 19(2H, ra), 2.77- 
2.87(2H, in), 3.01- 
3. 10 (2H. in), 4.76- 
4.85(1H. in). 7.08OH, 
t. J=7.8Hz). 7.20(1H, 
t, J=7.8Hz), 7.26(1H. 
d. J=7.8Hz), 7.40(1H, 
d, J=7.8Hz), 7.59(1H. 
t, J=7.8Hz), 7.76 0H, 
d, J=7.2Hz), 8. 1 1 (IH. 
s), 8. 19(1H, d, 
J=7.8Hz), 8.3K1H. d, 
J=7.8Hz). 8.60(2H, br), 
9.0K1H. s), 9. 44 (IH. 
d. J=7.2Hz). 10.18(1H, 
br-s). 






B-240 


1H-NMR(CDCI3) 6 : 2.77- 
2.90(8H. m). 7.14- 
7.30C3H, m), 7.34 (IH, 
t, J=1.8Hz), 7.85- 
7.94(3H, m), 8.42- 
8.48(1H, m), 8.48(1H, 
s), 8.90(1H, d, 
J=7.2Hz), 10.52- 
10.60OH, br-s). 




cr 


B-241 


1H-NMR(CDCI3) 6: 3.02- 
3.2K8H, ra). 7.00C2H, 
d, J=8.7Hz), 7.34(1H. 
t, J=1.8Hz), 7.7K2H, 
d, J=8.7Hz), 7. 89 (IH. 
d. J=7.2Hz), 7.99(2H, 
d, J=t.8Hz), 8.54(1H, 
s), 8.88C1H, d, 
J=7.2Hz), 9. 59-9. 66 (IH, 
br-s). 




N H f^w\ 

u 0 OttO 


B-242 


1H-NMR (CDCI3) 6: 
2.84(8H, s), 4.18- 
4.32(1H, br), 4.35- 
4.42(2H, br-s), 6.62- 
6.69(1H, m), 7.06- 
7.41 (UH, ra), 7.85(1H, 
d, J=7.2Hz), 8.39(1H, 
$) f 8.50(1H, br-d, 
J=7.2Hz), 8.84(1H, d, 
J=7.2Hz), 10.54- 
10.62(1H, br-s). 
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B-243 



229-231 





B-244 



1H-NMR(d6-DMS0) 6 : 
2.79(4H, br), 2.81 <4H, 
br), 7.350H, d, 
J=8.1Hz), 7.520H, 
7.59(1H, 
7.650H, 
8. 11(1H, 
8.250H. 



t. 
d, 
d, 
d, 

s), 



J=8. 1Hz), 
:8.4Hz), 
J=6. 9Hz) t 
J=8.4Hz), 
8.32(1H, d, J=8. 1Hz), 
8.36(1H, s), 9.03OH, 
s), 9.38(1H, d, 
J=6.9Hz), 10.89(1H. br- 
s). 



B-245 



164-165 



NHEt 




B-246 



1H-NMR(CDCI3) 6 : 
0.99C3H, t J=7.2Hz). 1.14- 
1.30(2H, m). 1.80-1. 9 K2H. 
m). 2.31-2.49(1H. m), 
2.45(2H. q. J=7.2Hz). 2.60- 
2.7 K2H. m), 3.02-3.1 K2H, 
m), 7.11-7.280H. m). 7.31- 
7.37(1 H, m). 7.45-7.52(1 H, 
m). 7.88-7.96(3H, m), 8.43- 
8.48(1 H. m), 8.49(1 H, s). 
8.89(1K d, J=7.2Hz). 10.49- 
10.55OH, br). 
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n jTjO 


B-Z51 


1H-NMR (CDCI3) 6 : 
O.B5(3H, t, J=7.4Hz), 
1.17-1. 44 (4H, m), 1.81- 
1.92(2H, b), 2.33- 
2.42(3H. b), 2.60- 
2.72(2H. b), 3.02- 
3.12(2H. b). 7.13- 
7.35(4H, b), 7.48(1H, 
t, J=7.8Hz). 7.88- 
7.97(3H. b). 8.42- 
8.47(1H, b), 8.49(1H. 
$), 8.880H, d, 
J=7.2Hz), 10.47- 
10.53OH, br-s). 
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X 
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&.<5(t:) 




B-255 






f 


B-256 






H f 7} 


B-257 








B-258 








B-259 


1H-NMR(CDCI3) <5 : 
7.36(1H, ddd, J=7.2. 
2.1, 1.2Hz). 7.470H, 
t, J=7.8Hz), 7.74(2H, 
d. J=9.0Hz), 7.80(1H. 
dt, J=7.8. 1.2Hz). 
7.85(1H, d, J=7.2 Hz). 
7.92(2H, d, J=9.0Hz), 
8. 17(1H. t, J=2. 1Hz), 
8.92(1H. d. J=7.2Hz), 
9.93(1H, s). 
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14.5(10 
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h fy\ 


B-276 


1H-NMR(d6-OMS0) 6 : 
2.79(4H, br), 3.39(4H, br), 
6.88(1H, d, J=8.7Hz), 
7.35(1H, d. J=8. 1Hz). 
7.52(1H. t. J=8. 1Hz). 
7.64(1H, d. J=7.2Hz). 
7.98(1H, d, J=8.7Hz). 
8.33(1H. s). 8.35UH. d, 
J=8. 1Hz), 8.55(1H, s), 
9.02OH. s), 9.35(1H, d, 
J=7.2Hz), 10.57OH, br-s). 




Cr N x 

1/2 Q W 


B-277 




236-238 


NEt, 










B-278 


- 


- 




B-279 


- 


- 


^Sr>^Nl N 

N jj 
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a' 


B-282 


- 


- 


h r<r\ 

o W^a 


B-283 


- 


- 




B-284 


- 


- 




B-285 




— 




B-286 


1H-NMR(CDCI3) 6 : 1.35(2H, 
br), 1.830H, m), 2.25(1H f 
a), 3.06(1H t dd, J=9. 3, 
4.5Hz), 3.37(1H, m), 3.49- 
3.5B(2H, n), 3.74(1H, m), 
6.60(2H, d, J=9.0Hz), 
7.32 0H. n) v 7.44(1H, t, 
J=7.8Hz), 7.65(2H, d, 
J=9.0Hz), 7.850H, m). 
7.86(1H, d, J=7.5Hz), 
8.16(1H, t, J=1.8Hz), 
8.530H, s), 8.860H, d t 
J=7.5Hz), 9.57(1H, s). 
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■jftOC) 


X^CH 
A H 

ft 


B-287 








B-288 | 


- 


- 


NH 2 

Y H j^v\ 

iiY N i N \ 

^ o 


B-289 








B-290 


1H-NMR (CDC 13) (5 : 2.42(4H, 
br), 2.90(4H, t, J=4.8Hz), 
3.50(2H, s), 4.24(1H, t, 
J=5. 1Hz), 4.44(2H, d, 
J=5. 1Hz), 6.8K2H, d, 
J=8.4Hz), 7. 26-7. 44 (7H, m) , 
7.69(2H, d, J=8.4Hz), 
7.75(1H, d, J=7.5Hz), 
7.8K2H, d, J=8.4Hz), 
8.43(1H, s) f 8.80(IH, d, 
J=7.5Hz), 9.69(1H, s). 
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NM R 




B-292 



190-191 




B-293 



138-143 



1.7HCI 




B-294 



1H-NMR(d6-DMSO+CD30D) 6: 
1.90-2. 16(4H, n), 2.71- 
2.83(IH. fli). 2.88-2. 97(1H, 
n) v 3. 00-3. 24 (1H, n), 3.44- 

53(1H. m), 3.92-4.01 OH, 
m), 6.77(2H, d, J=9.3Hz), 
7.35(1H, d. J=7.8Hz), 
7.52(1H, t, J=7.8Hz), 
66 (1H, d, J=7.2Hz), 
72 (2H, d, J=9.3Hz), 
8. 30 (1H, d, J=7.8Hz), 
8.37(1H. s), 8.99(1H. s), 
9. 34C1H, d, J=7.2Hz). 




B-295 




B-296 
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B-297 




B-298 



1H-NMR(CDCI3) 6 : 3.02- 
3.2K8H, m), 6.99(2H, d, 
J=8.7Hz), 7. 16-7. 24 (1H, m) t 
7.53(1H, t, J=8. 1Hz), 
7.67(2H, d, J=8.7Hz), 7.80- 
7.86(1H, m), 7.88(1H, d, 
J=7. 2Hz), 8.06-8. 11 (1H, m). 
8.55(1H, s), 8.88(1H, d, 
J=7.2Hz), 9. 50-9. 58 (1H, br- 
s). 




B-299 



V 



B-300 




B-301 



1H-NMR(CDCI3) 6 : 3.36- 
3.41 (4H, m), 4.04(2H, m), 
4. 14(2H, m), 6.93(1H, t f 
J=7.2Hz), 7.00(2H, m) f 
7.25-7.41(5H, m), 7.85(1H, 
id), 8.16(1H, t, J=1.8Hz), 
8.52C1H. s), 8.79(1H, d, 
J=7.5Hz). 
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St* CO 



H,NOC 




B-303 




B-304 




B-305 




B-306 





B-307 



B-308 



lH-NMR(d6-DMS0) 6 : 1.71- 
1.82(1H, m), 1. 96-2. 08 (1H, 
a), 2. 73-3. 09 (4H, m). 4.82- 
4.890H, a), 6.97(1H, d. 
J=9.0Hz), 7.35(1H, d, 
J=8. 1Hz). 7.52(1H. t, 
J=8.1Hz). 7.64(1H. d, 
J=7.2Hz). 7.76(2H. d. 
J=9.0Hz), 8. 31-8. 37 (2H, m). 
9.02(1H, s), 9. 36<1H. d, 
J=7.2Hz), 10.56(1H, br-s). 
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V> H f<f\ 


B-309 


- 


- 


h rr\ 


B-310 




- 


h f"yA 

H 


B-311 


1H-NMR (CDCI3) 6 : 1.69(2H, 
a), 2.04(2H, ra) f 2.75(2H ( 
m), 3. 16 (2H. m), 4. 23 (tH, 
br), 4.39(2H, m), 4.44(2H, 
d, J=5. 1Hz), 6.80(2H, d, 
J=8.7Hz), 6.96(2H, d, 
J=8.7Hz), 7. 28-7. 44 (5H. m), 
7.64(2H, d. J=8.7Hz), 
7.75(1H, d f J=7.5Hz), 
7.80(2H. d, J=8.7Hz), 
8.42(1H, s), 8.79(1H, d. 
J=7.5Hz). 9. 60(1H t s) . 
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205 



WO 03/091256 



PCT/JP03/05024 



its® 




NMR 




H 
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NHSO^ W/ Cl 


B-315 


- 


— 


"jN^^V^ N 


B-316 


- 


159-160 


CJ 


B-317 


- 


210-212 


CI 
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- 


186-188 


/v^NH V2H20 
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Me 


B-321 


- 


- 


Me 


B-322 


- 


- 




B-323 








B-324 


lH-NMR(d6-DMS0) 6 : 
1.01 (3H. t, J=7.2), 1.11- 
1.23(2H. ■). 1. 32-1. 44(2H. 
in), 1. 86-1. 97 (2H. m), 2.00- 
2. 1K2H, in). 2.39-2.51 (1H, 
m), 2.55(2H. q, J=7.2Hz), 
4.21-4. 32(1H. m), 6.99(2H, 
d. J=9.0Hz). 7.35(1H, d. 
J=7 8Hz), 7.52(1H, t, 
J=7.8Hz), 7.64(1H, d. 
J=7.2Hz), 7.74(2H, d, 
J=9.0Hz), 8.33(1H, d, 
J=7.8Hz), 8.34(1H, s), 
9.0K1H, s), 9. 36 OH, d, 
J=7.2Hz), 10.54(1H, br-s). 
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its® 
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MjSLCC) 




B-326 




- 


H 1 1 7 1 


B-327 


1H-NMR(CDCI3) 6 : 3.02- 
3.2K8H, m), 7.00(2H. d, 
J=9.0Hz), 7.69(2H. d. 
J=9. 0H2), 7. 83 OH. br-s), 
7.95(1H. d. J=7.2Hz), 
8.56(2H. br-s). 8.66(1H. 
s), 8. 93 OH, d. J=7.2Hz). 
9. 55-9. 62 (1H, br-s). 




CI 




B-328 


- 


- 






B-329 




- 


H 

cY 

flf 11 N ^ 

^ o ; 


i 


B-330 


1H-NMR (CDC 13) <5 : 0. 93(3H. 
d. J=6.0Hz), 2. 39-2.48(1H. 
n). 2. 62-2. 94 (6H. m), 7.11- 
7.28(3H. m). 7. 31-7. 37(1H. 
m), 7.43(1H. t. J=8.1Hz), 
7. 84-7. 93 (3H, n), 8.46(1H. 
s), 8. 47-8. 53 OH, m). 
8. 88 (1H, d. J=7.2Hz), 
10.54-10.62OH, br-s). 
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S4.-50C) 




B-331 



"CuCr 




B-332 



1H-NMR(CDCI3) 6 : 1.10- 
1.30(2H, m), I.S6-1.76(3H a 
a), 2. 50-2. 63 (4H, n), 3.02- 
3.13<2H, b), 7.2K2H, d, 
J=8.7Hz), 7.34(1H, ddd, 
J=7.8, 1.8, 1.2Hz), 
7.44(1H f t, J=7.8Hz), 
7.70(2H, dt, J=8.7, 2. 1Hz), 
7.83(1H. dt, J=7.8, 1.5Hz), 
7.86(1H, d, J=7.2Hz), 
8. 17(1H, t, J=1.8Hz), 
8. 55 OH, s), 8.88(1H, d, 
J=7.2Hz), 9. 66-9. 73 (1H, br- 
s). 




B-333 




B-334 



1H-NMR(CDCI3) 
qd, J=12.2, 3. 

91 (2H. ra), 2 
J=12.2, 3.6Hz) 
td, J=12.2, 2 
3.26(2H, n), 7 
m), 7.45(1H, t 
72(2H, dt, J 
7.84(1H, 
86 (1H, 
8. 16(1H, 
8.550H, 
J=7.2Hz), 9.62 
s). 



6 : 1.65(2H, 
9Hz), 1.80- 
65(1H, tt, 
, 2.76(2H, 
4Hz), 3.16- 
24-7. 37 (3H, 
J=7.8Hz), 



dt, J 
d, J= 
t, J 
s), 



8Hz). 
5Hz), 



=8.4, 1 
=7.8, 1 
7.2Hz), 
1.8Hz), 
.88(1H. 
-9.7K1H, br- 



d, 
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(mti&m 2 1 ) 

£AT<&#£K£«?> #369J©tt*«Hfc£*©NAD (P) H^->^— mm 

5 

(1. ^^III^IWIl) 

«E3T'^#m. 10MM^t^X/y77- ( P H7.4;20mM M 
OPS, 2 5 OmM S c r o s e) cfC^^-WXU 1, 0 0 0 g (15 
10 4^) , 10, 800g (1 55K 4<C) *3ctT>*2 9, 0 0 0 g ( 1 5 

4*C) <Dft%m>b±ffiZ. 100, 0 0 0 g-C6 O^TM-b^MLtc p e 1 1 e 
t£2 0mM (pH7. 4) fcTOHBU i*ifpi:L, 

-8 0°CJ£-e* Yvt LtCo 

15 (2. NADH/NAD PH^^-V^— I^Plf Stt^IS) 

NADH/NADPH^-^^^-if^ttfcetWb-a-^^Pl^SttJi, Gr ie 
n d 1 i n g%£(Djjfe(G riendling K,01 1 erenshaw J 
D.Minieri CA, Alexander RW (1994) Angio 
tensin II stimulates NADH and NADPH 

20 oxidase activity in cultured vascula 

r smooth muscle cells. Circ. Res. 7 4 ; 1 1 
4 1-114 8) £&&U NADH/NADPHtJE->^-if^^l^f?. 
O^lucigeni n \Z.£ ^b^Sgft^flrfS - t X^iH Lfc„ -ftefrh. 
5 M M luc igen in*3ii;i00/iM NADH^tf2 0mM MO 

25 PS/<y77- (pH7. 4) CNADH/NADPHt^^-^lin^ 
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ii^l^^«^5 0 2 -^ 1 u c i g e n i n*m&-TZ>^ bt*±K 
(3. &&) 

*%w<DUTtm7Fi-z>{t&mt, -r^x i c s ofs^ lt i numr^m 

t^L- tz. '■ 

A 5 0, A 5 5, A 7 8, A 7 9. A 9 7, A 9 9, Al 14, Al 1 7, A 
119, Al 2 3, Al 3 4, Al 3 9, Al 6 4, A198, A212, A2 
15, A222, A227, A231, A234, A243, A247, A25 
2,A253,A255,A259,A262,A268,A277,A293, 

A299, A302, A3 0 3, A 3 0 9. A3 1 1, A316, A318, A 

3 2 6, A3 3 5c 

B2-B9, Bll, B13, B15-B20, B22, B23, B26, B 
27, B29, B31-B33, B35-B43, B45-B47, B50-B 
61, B63-B66, B68, B72, B 7 4, B75, B77, B79, B 
81-B92, B96, B102, B109-B111, B 1 1 3, B123, 
B124, B127, B129-B132, B 1 3 6~B 1 4 4, B 1 4 6~B 
148, B150, B 1 5 1, B153-B156, B160, B164-B1 
66, B168, B170-B175, B177, B178, B182, B18 
9 % B 1 9 1~B 1 9 3, B195-B196, B 1 9 8~B 2 0 3, B205 
-B212, B214-B218, B220-B222, B224, B225, 
B227-B 229, B231-B244, B246, B248, B249, B 
251, B253, B254, B258, B263-B 270, B272-B2 
77, B279, B281, B282, B286, B290-B 294, B29 
6~B 2 9 8, B300, B 3 0 7, B308, B310-B314, B316 
-B318, B320-B322, B324~B328, B330~B334 o 
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frlZ. *%W<Dftmmk£V0<DN AD (P) H^dr->^— tf PlWett£-Y V f 

*»WfcJ:Hwr, »^«*3j:o t JfiLi c rtwNAD (p) H***>y~ vmmftm 
zm-tz, mmtet-ySv ci, 5- a ] t°y * ^&#ft:fc«fctfg<a#as&ffc 

£*t5 0 ±I5P1«MICJ; 0, a^^tf^PtS (flhifcfi^ «9RMlflF. tSMStt 

©jtii«fn*^<^As annus* ^flijM^, mfcffi&&wm, 
wiim<t* mnmB, m&+* m&m&mm, mmmmg. mm 
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m * <d $5 m 

1. ^: 




(la) 



5 (5t*, 

15 fift£ft-ci*Tt>J:^>r ^ A ->7A Au#7*K *&$ixwct>J:v>-lI 
IftS/U^Sr^U R„, R^ R 3 ~R s fis %ti ; eti&M<Dia.?t.£&£X—Wiz. 
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V*2tl&{£&*a M&U £IT<D (1) - (10) : 

(l)R,,tt, OH, i^T/^/V, W3-8©->^7^K 

^r/K *^sK*^K *^*>v'i60T^^;K -CONHR 6 (R 6 : ^ 
S^LTTKM, ^n^>If, fiiftT/U^^S, {SjftT^a^v/fciV^^^ 

t©fc5 7isA^S»7^^i, lS7/^y^;^=)f->l6a7;^ 
/K ^TV^S, ^fcl±^D^y^^t6^t©fo5fiH7/^y^;uS 

R 3 n, tK^. SsfciiOH-e&u ; 
R 5 f^ 
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(2) R,„ R 2 .tt, ^jL^tiaftibT, tKH, ^n^> % CN, TVl^K 
5 iVT.fry -f=/K 7 )V$r)V7.)V7 7^7, 7 fr*c fl/7 5 J , ttzit (ft 

R 3 tt, (g&) ry^K £fctt ^nry-ms, fb£-4&, 

(3) R,.lt TkSt, (g&) <S»r^*^ ->^T/^;K ^ 
U/K ffi»T/l'*=/I', £fctt (g&) 7x-/K'fe5f^i); 

10 R 2 .tt, zK^fcttiSfcTA^u-Ofc*) : 

R 3 tt, g^$nxv^rt>ctv^T^y-e*>5, fb£-tt* 

(4) R 1( lt T/l^K OH, O-TVl^K 7 5/, £7itt 

R 2 a ^ N 



R 3 , R 5 tt, ^filiiL-C, zK& % 7/l^/K T^4r=/K 7/W*~A\ 
7D-/K OH, £ fetter n ^ y/V^fc 5 N 

(5) R„lt 7K3f, 7A"¥/K r /I' OH, ad, NO z , £fdttN 
20 H 2 -?fc>9 ; 




15 
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R 2 .li, tK^x ">^d7;^/K T^*^, (g&) T 

^n/K (g&) T/U^r-/K (■*) 7!/-^, (g&) ^rof-f ^ U 

N0 2 , OH, NH 2> (B&) ^fB7!)-^"Cfc5 ; 

R 3 , R 4 fi, -ttl-etLffliifC, 7/^K 7U-yK ^^o7^, 

5 OH, ao, TSA ^fa-Cfc!) ; 

R 5 Ji, (g&) T/V-#^, y^n7/^;K 7>)-;K (ft&) 

PiM^I^K OH, $.tztt (fim) ^fn7!l-/K T*fc5ft*#3, 

(6) R 2 .ii, ii^r-fe^/^fcttit^at-caft^nyiiffijftT/w^u^sfcfi 

10 R 3 «:, g&£ftT^T'b«i:^7;c=/l'T'£>5, ft**, 

(7) R l4 , R 2a tt, ^ft-etUft&LT, *Si, ad^, mm 7JU*JK 

mm T)v>r~>v^ mm tv-jk mm 7?^k mm mmm 

R 3 i±, g^tlT^Tt^T:- yT'feS, ft*4£>, 
15 (8) R,.tt, Tkljf, T/Vdr^, ^u7H^, 7/U3^r->, (T^^/W) 

7 5/, 7U-^, ifcli^fo7y-;Kfe!) ; 
R 2 .fi, 7km. 7/^/K ad^^ *>7/, t KP^i/, Jfctt7/l'3^>> 

R 3 fi, g&£ftTv^T'b«£^7S; / , *fcttfiife$ixTv^T i b«tv>r/V3^ 
20 v'Tfcf? ; 

R 6 W\ 7!)-^T?ife5, ft**, 

(9) R 1§ fi, g&Si: LT#/W*>>\ »T/U='^ri/^/^^v', *3J;U? 

9 ; 

25 R„IJ, ; 
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(10) (2, 5-^f/Vf7/o [l, 5 -a] t'y v^y- 

(l) ~ (10) \z.sZift£]nZ4k£®<Doibs fem£tiX\,^j:^m& 



3 . 5^ • 




(0 
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R s tt, t Kn^->, *ift$ilTV>Tt iV^iSar^^/K BftSillTV^fc 

tt7;^;^;v^=;v, illft$ixTV^Tt> iv^*SR«x Aoyy, CHO, 
(fiU * : 
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4. 5£: 




(1-1) 
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5 <D^fP^lo 

fee 

10 

9. R 1 ^*il-e£>>9 ; R 2 fcW&£tiX\'^xk£\<"7 = ~/i'X3b'9 ;R 3 fr7km 
^tzitm.^^x^xhx^^r^yxh'o ;R<fc*mxhK> ; r 5 ^»$*lt 

10. R 2 ©fi&£;ftT^TfccU^7^^MC:}ott5fi&S;^ g&£*l/T^T 
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10 f»*9 1 0 iCfBtt^t^ WdK7>7^ *©»»±fflF»$n5fi, £fc 
15 t Kb**/, MT/W^r/V^^ 7i^K 7ss^'>, ^x^fi 

20 iffSPSttS*, *fcMtfr©»&?n4&. 

14. ft*^l-l 3 wr^fcfctt©^**^"*"** WM&J&h* 

15. IS^l-l Sm^-rtlMZtzmoik&toZttl-Z. NAD (P) H^" 
25 tfRMWffl. 
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16. 3<PV^TftaMwiE$<D{t^£^f1-<5> NAD (P) HM 

1 7. mzmmfr. &fc> mnmmm. mmmmm. mmmitm. 

10 

19. ^: 




(At. 
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j^fp^^^-rs, nad (p) Httisy—wmMo 



X^XhX\^T])-^i&BTJ^^Xh^. fro 



2 0. 5t : 
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5 5W± 

R,:f3j:tfR 2 te, igN^t-ifl^^T, it& £*VC^T<b <fcV^f?f fit £ 

Mj&VXi>£< ; 

10 R 4 fi, tK*. {g&T/i^/K £ fcfifi&$*i>T^Tt>«fc^T y — zi'-Cfc I? ; 

J;^Ty-;K ®&£ftT^Tt>J:V N 7y-/W£i&T;u*/K g&£tvCV^-Ct> 

15 <^Ty-;W&0T/U3r~/K fi&£ftTV^Tt> £V^^ uTyU^WSi&T/U^ 

/K E^^tbTv^T^.tVNTy-^/i'^^/K e&£ft-c^T<b iv^ry — 

mkT)v^)viotvi^=.)v^ g^^tLxv^T^<tv^mns, Apyy, cho, 

20 mfoVoZ^lrZ, NAD (P) H^-^v^y— fe?Pl«Jo 

21. n -sr^tf^i-ii*^ i~2o (o\,^ftMz.um.v>it£to<D^%im.*& 

NAD (P) HIiMii-r^^ii^l^^/cliM^&c 

25 22. ffjia^H^ jffitisist^ &ik&>b&B. M^KS, MSHbS, 
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2 1 M!E«t<^&. 

23. m&BibK m&m*ti\twmm&mBk&tbZs s«#«2 1 kib^o* 

So 

5 

2 4. NAD (P) H^ra1-5^s^^^^«w-r5^fel^v^5^D o D 
25. it&!E£j&as* ^ matm** *jfiitt^*A, mmmmm. mmmm, 

2 4 ULfc*t<&ttffl. 

2 6. 1IMBg&#« ««*4*i»4»S#5ttlW»E-e*>5, W3#S 2 4 KB*©* 

15 
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}§jES<7>!S#<DgSia 

[2 0 0 3^8^8 0 (0 8. 0 8. 0 3) IM^S : fr Ll^!fl#<*>«5ffl 
2 7 - 3 03is*Dx.P>nfc ; <&oa*©l5Hli2E!E4 U (IS)] 

2 1 tcgeis 

5 

2 4. NAD (P) HtCKlTS^SS^^/Sitt^-rSfe^fCffl^^^^p 

£Mirt s^oii^s i ~ 2 o (D^-rn^{ztE®ofk^(D^o 

2 5 . mm&tf, mmmmm, mmmwn* mmmtm, 

2 6. mtmmw. isi^fcttis^ttiiiT'^^ , ii«2 4{cmco^ 

15 

2 8. (iiJP) R la #M&£nT^Tt> e fc^#Jl,A* ; £'1' /U, R 2a ^7kS-C&£, 

2 9. Gijq) n^2 7^7t«2 8(riB^k^^^wr^. mm. 

25 3 0. (ilJP) W*qi2 7*fctt2 8CIB««Xb^»&^*1-*, NAD (P) 
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